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m m m 

[0001] :^^mtt^ m^^^^y-/i^mmw^^ir^^m{±m^t^^}s^^fcitmmmic 
[0002] ^mim^m(Ms)n. mm^m<Dfpm.nmm,mmm'^»>^. ^i^m^mA^m 

^^^Xh^^m\&^>^<:!^ (myelin basic protein : MBP) . ;tf^i^h-feW:/v'H\ 
[0003] i/^:/^>?yV^>^^ir— (Dipeptidyl peptidase-IV : DPPIV (CD26) ) 

%:wmmzM7i<i^'r^±v>zfvi'rT—^<D imxh?>o 
[0004] mmm e E^f^^mm^ (eae) . ^m^^fdoMS(D^\irKnhfix%fcmm 

^f/VX^^t,^ (#^#fP:SCifel) . i&^lF^t^mXh^m (Lys[Z(NO) ]-pyrrolidide) 

2 

(M=414.89) t\^^oDPPivmmi^m^1^^it^^7i^. -STlS4-tc:J;«9EAE^7^/v 
KiSlf^X^^^^-t^itiiK Steinbrechere>{ilJ;t)^^$tv-CV>S (##fl^:ft:m2)o 
#^#f^:^i^l:Chn. Immunol. Inimunopath.77:4-13(1995) 
##fF:S:S^2:The journal of immunology, 2001, 116, p2041-2048 

[0005] :^mm^htt±m^m{^m^x^Mm^^n^tcf^^. \::^^-^>^>mm^. 
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[0006] LIJ htci— 



1-6 2-6 
2-6 

6-10 

6-10 1-6 
1-6 
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1-6 

^-o-co-. ^-co-o-, ^-nr"^-, ^-co-nr^-, ^-nr'^-co-, ^ 

-SO -NR'^-*fc«^-NR''-SO -Srjic5fei-<5; 

2 2 

1-6 3-8 3-8 2-6 

/VS. C T/V=ar::^/VS. C TU— /WS. 5— lOM^V^i^TlJ— /VS. 4— 8M^ 

2-6 6-10 

7"ci^^::S. 5— loM^T^nry— /vc t/v=¥/vs. c ry— /vc t/v^/v 

1-6 6-10 1-6 

S*yb}*C T/vde/v;{7/VjK^/vS^S^t-5o 

2-7 

^;^b.A^i3j;tm''f*^n^ti^icbTTfSMmSBi^;5^^,jfe:5i^;5^^i®fmsi 

D^^/VS. hy:7/V:^cip«hdrv'S. T/V^Srl/^-i^^^^JrVS. MmS^^bTV^T'bJ; 
VNC T/V"¥/VS. C ^/^J'nT/Vjaf/VS. C T/V^Jm/vS. C T/V^— /VS. 

1-6 3-« 2-6 2-6 

C ry— /VS. 5— lOM-^T^nry— /VS.4— 8M'^7"n^^S.C T/V=i^ 
a-10 1-6 

i^S. C T/VdE^/V^:^S. ^-SO -NR^'-R°^ ^-NR°'-CO-R°^ ^-NR^'- 

1-6 2 

R^^ (^^ . R^'*5 .ttm^^fi-^tt-^'ttMir LTTK^M^^^fcf* C T/V^/VSSrlc 

1-6 



i-So )-e^*>$tv5S. ^-CO-R"-R^*3j;y?^-CH -CO-R^-R^^C^f . R° 

2 



tK^M^^. C T/V:^/VS. C v'iJ^nT/Vdr/VS. C T/V/rc:^/VS. C T/V^r 

1-6 3-8 2-6 2-6 

=^/vs. c ry— /VS. 5— loM^xory— /VS. 4— sfi^-^T^n^c t/v^ 
6-10 1-6 
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6-10 1-6 1-6 

[0007] [2) TIE— jlSi^dl) 



[0008] [3] TIE-ilS^(lII) 



R2 

CMIB^dll) X. r\ R^*3j;OT'f*M^«liB«<DX. r\ R^*3j;OT'i:^tt^ 
[0009] [4] TIE-^^dV) 



R2 
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[0010] [5] HaiET';a5^ei^SSrWL-CV>-0|>J:V^TiS^ 




[0011] [6] t&IST'^STfB^ 




[0012] [7] mWT^^>\^'^9i^>-l-^/l^m^fci'i:3-T^yii''<Vi^>-l-^^^ 

[0013] [8] tfflST':a5t-^9i^:x-l-^/VSr'fe^Cl]-C4]<7)VNTn;6^1o{C|Bm(0>fb'^ 

o 

[0014] C9] MiBX;&s^-x-x^(^4'.x'«:m3^'g'*fcW:M^Str^bTV^■o^5J;v^p«^^ 
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2-6 

2-6 

[0015] Cio] MIBxd5^-x"-x'='(^4'>x"f*^3^-a"*i'tf*p«^w:/S^i:5fei-5;x'^ 

2-6 2-6 

[0016] Ci 1] emStr^LTV >-0|)J;v N:73i::i/v^;5S, tK^S. :75/^j[g^, limM^. p{ 
^/p^, n^^/v^, >^/V;^np(^/V'S, If ^/wS. ^h=¥i/S. r^^;vm 

2-7 

[0017] [12] X;6S3-pt^/v— 2->^7">-l--r/v^. 2->^^i^-l->r/v^. 

«2-^on^3.:::^/vS-efc5[l] — [8](DV^-rtVy?i^lo{;i|5m<^'fb'^i^t>L<f*^0 

[0018] [13] X/552-:/'^>'-w/^'S-efe5[l]-[8](DV^•r^^;^^^lo^^:fEi^(D>^b'a'i^t3 

[0019] [14] R';65;4c^Jt^^^*fc{i^-A'°-A"-A'^(^1=i.A'°fi. TI5SmSC||;6^b 

1-6 

a"«. 7KmiiC^> TIBS^fe^C«^;^l*b^^^^^^l-3^S<DS^Sr#bTV^-ObJ;v^C 

6- 

Ty-/VS. TfEMmSCpd^^]^{^tvai-3^(^S^;tbTV >T^> ^5- 10 

10 

— 1 OM^T^nry — /vc T/^=¥/vS*fc«:THEg#iSCpd^^SfitT^ 1—3^ 

1-6 

6—10 1-6 

x-h^. [1] - [13] <D\,^Tri^^i^i^ts.m(D^t^!^hL^<n^<Dm^tci^^thh(D7K 
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m^mcmit. tk^s. ^ha^, i/ry*. ^^^v^m^s c r/v^/^s. c 

1-6 1-6 

1-6 

1--6 

2 

. ^mi^^*fcfi^-NR*^-^l:*U. R'^*5j:tm''°}*^tv^tt3!feS:LT7k^M^ 

1-6 

[0020] [15] mwR^i!)Kii^mw.^.rmu^^mfi''hm\tMi-m(Dm^mvx\^ 

1-6 

1-6 

3^<D^^^b-cv^Ttj<};v^c ry— /i^c T/v=¥/vS-cfe^. [1] — [l3]<DV^-f 

6-10 1-6 

m^^cmn.^ i^^m. =-Y^m. i/T/S. ^NCi^Vig^^, C T/v^/vS. C 

1-6 1-6 

T/l^adriXS, C T/V=¥/V^;^S. hy:7/V:^ny^/VS, ^-NR*" -r""^ (^cf , r"" 

1-6 

1—6 

^-CO-R"-R'=%j;tJ?^-CH -co-r*^-r"(^4'. R''^W:m^-g' 

2 

1-6 

[0021] [16] StflBg|glSC|^;&5^ '>ryS. C T/Wa^'>S,C T ;Vzi^-^-fy ;V:^:^;V 

1-6 2-7 

S*3 J;t;?/M3yi^M^;6*e>>:cSf^-e*>5 [14] imt [15] ie:^^(0>fb'^i|^b<J« 

[0022] [17] ttrlBR'/SS, pt^/v^, v^ry^^'i;'/!-^. :7/l^^n:XT/-<^v?/l'^. :7ai^^ 
/^^^ 2-^h^v/^^/vS*fc«4-p<h^i/;<;/^j}?:=/vt''y>?>'-2->r/vS-Cfe5, (1 
] — [13] (^V^i*^^,^^lo^c|E«(0>fb'a'i^U<«^e(Di&*y^:}i^i^b<07K?Pi^^ 

[0023] [18] R' jJS. p<^/VS^fc{i2->'Ty-<>'v?y^ST-fe5. [ 1] - [ 1 3] <DV >-rtV;&^l 
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^MW^^. >^jv^:=^jvm. ^-O-CO-, ^- 

1-6 3-8 

C T/V^:=^/vm. C T/V^^/l^S. C ry— /VS. 10M^7^i=^T!; 

2-6 2-6 6-10 

1-6 6-10 

1-6 

m^momi^. yi^mm. i^rym. ^^^^^miF. c r/\^^/\^m. c 

1-6 1-6 
Dl T^D2. 



1-6 

1-6 

f^^fl^m. ^-CO-R°^(^4'. R'''«:4-8M--7^nm^SS:^^i-5„ )-e^^5$ 
tb5S*5J;TJ«^-CO-R'^-R'^(^ft'. R'^^*^J^'^. ^^J®^^*fcf*^-NR™-^ 
ic5feb. R''^*5j;tm°^«^n^nM35rUT;^cmj!g^^. C i^i^nT/V^/vS^fcf* 

3-8 

1-6 

[0025] [20] m^HK:^mm^.'^7ym.i3^\^'^^^^^.C T/v=j:¥i^;&/v;3?^/v^ 

2-7 

. c r/v^;vm. ^-conr'''r°* (^f . R''^*5J;tm'''}«tb^ta!fe5ib-c. ;!K 

1-6 

1-6 



. A^^dS. mmm^. «{EMM^^^fc{*^-NR^ -^jt*-t-5;A'^*3j;TJ5R'^^fi. 
^tvm^tLTTK^M^. TfEg^SDlpd^e>^tf ti^l^<©SSr*UTV >-Obj:v > 

1-6 3-8 

2-6 

2-6 
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o 

<mmmrnm> 

2-7 1-6 

1-6 

1-6 

1-6 

[0026] C21] BiIfSR^^5^ tK^M^^. ^^/l-S. ^/T7^. C T/l'=':3{^i/^*/c«^-A^^- 

1-6 

1-6 3-8 

-e^*?$tLSS-e*>-5 [1] — [18] OV>-rtV/i)^lo{J:|Ba(^'fb'^i^t>L<(*-^<0:^* 
<MJfeSDli¥> 

2-7 1-6 

-CONR°^R°^ (^ff ^ R°^43iUfR°*«^tV^tl4!63tb-C. ;!K^m^^*/c^iC T/V 

1-6 

^/^m^M^-r^o ) -e^*5$tl^^, fny 5^i^-l--f/V;{;/V7H=/^^. C T/l-df 

1-6 

1-6 

[0027] mm [21] {c::^v ^-r^k'^i^ (I) mt^m (II) *fcmb-^«^ (III) (Dm^. xm-^\^< 

MSER'':d5^ ;!k^iE^^x i^rym. C T/P=i^iXS^fcfi^-A^^-A^^(^'^J . A^ 

1—6 

m^vxyiamm^. mmm^mT)m-d^hmitti^im(om^m\^x\,^^c t/v^ 

1-6 

/VS. mmm^MDm:^^ibm\ttvbim(Dm^^L^x\^^^c ^y^xiT?v^;vm% 

3-8 
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[0028] C22] ttflSR^;i5, tK^M^. VryS. T^h^v^S. :iJ/W<>^^/V^a^:^/]^:t^iym. 




1—6 

mt>^fi^m-(^h^s [1] [18] OV^-m*^lo^;l|B«0'^b'^^lbtJb<^«(Dj^*fe 

[0029] [23] ttflER^;657f<^I^^^, iXTy^*fc:}^2-;^;/W^^xf/p:7a.=7V;t-^v'^T-fe§ 
[1] - [18] <DV ^'rtvd^io(c|Bm(^'fk-a-ifet>b<tt^<^i&^fc{*-t4xb(Z)7Kfpi^^ 

[0030] [24] «iflE-Jl^^(I)lS«<^'ft:-^i^;&^ 

7-(2->^^=^/V)-l> 3->?7«^/l'-8-(t°^7v^:/-l— r/V)-3, 7-Z^\iVti^])> 
-2, 

7- (2-:/^::^/k) -2-i/T/-l-p<^/l— 8- (fc^-^^^^^'-l-^/V) -1 . T-v^tKn 

3- (2-:/^-/V) -5-^^/V-2- (fc°^^i^>--l--r/k) -3, 5— :^tKn^5i5^>^ [4, 
5-d] t°y i5^i^:/-4-:^>'. 

2- (3-T5yfc°^y i^^^-l-^/l') -3- (2-:/^=/^) -5-;p<^/W3, 5— ^tKi3^? 
y>^[4, 5-d]fcry^5^i^^^-4-:*-i^. 

2-[7- (2-^^^/l^) -l-y^/W-6-:^=¥y-8- (t;°^7v?>'-l-'l'/V') -6. 7-v^t 
Kn-lH-7'y:^-2— r/^::*-^>']-<^^^;^T^K. 

7- (2-:/^::^/l-) -1- (2-i/Ty-<>'v?/W) -6-:^^y-8- (b:""-^7v^>'-l->r/V) - 
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6. 7->^tKn-iH-:ry^^-2-:<;/V'jK:=M;/v. *3J;U« 

2- [3- (2-:?'^c:::/l') -4-:t^y-2- {\f^^^Jly-l-^;V) -3, A-i?\iYviy(^^:/ 

[4, 5-dj irv?:^-5— r/v^^/i^] vi/cr^hy/vd^f^^Srssi^o^bigfm^v N-rtv;?!^ 
[0031] [25] MIB-JiS^(i)IB«o>fb'a'i^;&s. 

3- (2-:/^c=/V) -5-^^/W2-(t'^7i^:/-l— r/V)-3, 5— :^tKn^^i5^y [4. 
5-d] fc^y ^?'v':^-4-:^>'. 

2- ( 3-T5:7t°^y -^-{2-y^^^^V) -5-^^/W3. S-v^tKn^^ 
i?'>^[4, 5^]lfyi5^i;?:/-4-:^->, 
2-[7- {2--:r^=^;V) -l-;<^/V-G-:t^y-8- (tT^^i^^^-l-^T/V) -6, 7-i>t 

H-:7'y >^-2->r/v:^^^>'] ^v'^yr^K. 

7- (2->^'^^/^) -1- (2— >T/^^^^/V) -6-;*-dry-8- (t°^^^^^^-l-^'/V) - 
6, 7->^tKn-lH-yy>'-2-;{7/V'Jj<^hy/W. *3 JltJ? 

2-[3- (2-:/^:=i/V') -4-:^-^y-2- -3, 4->^t:Kci-r5i^^y 

[4, 5-d]l^y^i^>'-5-^/M^/^]^>c/=^y/^36^^/j:SS^*^e>i^^msv>i*t^.;6* 

[0032] *&IET'tc:>^5 [5] — [8] . Xizm^ [9] — [13] . rHj:#5 [14] — [18] . R'tJl^S [ 

19] - [23] fi:. ^ti^ti:i<Dmm-^»m^mm^±7b^^o 

[0033] tulE [2] - [4] T'^bfc^ (II) — (IV) Xm^fV6i[:^m<D^^-V\^. (II) ^fc« (III 

) -e^^tbs^fb-^i^dw^bv \ ^fc. mm [s] - [23] it^m (ii) ^/cfi^fb-^i^ ( 

mm-^^d) . J;90*U<f* (ii)*fc«: (m) ^*-r-5#liH4^>fk^^B&^fci 

fif^lS^JibTfi. [5] -[8]. [9] -[13]. Cl4]-[18]*5j;t;?[19]-[23]d^b^.? 
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tix^]:.^.\^^ibvp^i^mmh:^mM<D!^wmM(Di(^mK^^^n^<. 
[0035] ^mMWi^^n^^c T/v^/vmit}^. ^mmi-6m(Dmmmm[::i(^m7i^h 

1- 6 

ii:M<D7i^mm^^imm^ ^xmm^fh^-m(Dmxh^^ mmm-6m(Dw.m^ 

2-:/^/vS. 2-^>^/)^m. s-^i^'^/i^m. 2-7<^ 

3-p<^7W-i-:/^/vSx 2-p<^/v-2-:/^/vS. 3-;^^/^-2- 

/V^^ 2-p«^/W2-^>'^/V^. 3-;?«^/l^2-^i^^7VS, 4-p<^/W2-^i^^ 
/VS. 2-^^/V-3— ^i^^/VX. 3-^^/V-3-^^^/VS, 2. 3-v?p{^/V-l->^ 
^/VS. 3. 3-v?^^/l^l->^^/V'S. 2. 2-i;';^^/V'-l-:/^yvS, 2-cn^/Wl- 
Zt^fV^^ 3. 3-v?^^/V-2-:;^^/VS. 2, 3-v^^^/V-2->^^/VS^;&S$>{f ^tt 

So 

[0036] ifmwmyc^yt^^o T}v^=^fvm\h\^.wm%L2-%m(Dmm^-^fz.n.'^i^ 

2- 6 

mi|^<^T/l-'>-:=i/VS^it5febx ^#:6<JiCfi^J;tJi, If^/l^S. ry/l^S. 
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/v^. 2-'>^vi^=^jum. i-zfT^-zi^m. 2-^T=^/>m. z-zfy^^-^vm. 

[0037] :imwm\z.^\'y^^O Tyv^=yv^ji:f*.;^m#:2-6^(DE^*^*fc{^^;K 

2- 6 

[0038] imwm\z.^\^^^c ^y^xiT}v^)v^\hn^ummi^—m<rm^<ommmm. 

3- 8 

o 

[0039] ^|s:§g5NH#t;i*3ltsrc ^y^^TfV^^?vmh\^^Wm%Z—7m<Dn^(D^m^ 

3-7 

[0040] *?g^#(c:fe(t5rc T/v=3{.i/^Sji:f«ls^arc T/v=3e/vSj;0^f>$^(c 

1-^ 1-6 

[0041] ;*:0JHH#(^*5{t^rc ^yi^nr/l^^l/^^J^fiMlS^^rc Vi^ciT/Wdr/l'^j 

3-8 3-8 

[0042] ^W«IB#lC*5{tSrc T/Va^ixSjirfiMIE^^orc T/V^r/V^J dSj^-^U 

1-6 1-6 

->^atvw:^drix^, 2->^^/^:t^i^S. l-^i/^/^i^^v-^ 

, 2— <>'f^/V:^^>'S. 3— <:^^/V:^^v'S. 2-7«^/l— l-^^/l'^'^i/^. 3-^ 

2-?«^/U-2-::^^/V:^i/*, 3-7<^/W2-^^/W:^ 
i/S^ 2, 2->?^^/V-l-:/nt:VV;r=¥v'S. 1— ^v-yVr^^^iXS. 2-^^i^/\-:t^ 
->m. 3-^^iy/V':t^-yM. 2-p<^/W-l-^:/^/P:^^v'S, 3-p{^/V-l-^:/^ 
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m. 3, 3-i^;<^/U-l-zf^/]^:^^iym. 2, 2-v=p<^/l— l-l/^/Pr^^v-^, 2-^^ 
^/P- 1-::^ ^/V:^dri/S> 3, 3-i^p<^/W2-7^^/l':^^v'^, 2. 3-v';^^/l— 2- 

[0043] ;^0^*iB»{;i*5{tsrc T/v^/v^:^Sj^fiBfiSS^^(Drc T/v^ar/i^Sj^js^ 

1- 6 1-6 

2- 7 1-6 

[0045] :45:BJ*(a#lc:*5{t^rc T/V:3r/V;^7/V^'c:^/VSj^(itfliE^aorc T/V=ar/V'Sj 

2-7 1-6 

[0047] ;z|c§gjNB#4^(j:*3»tsrc Ty-/wSj^f*.;^mfc6-iO(D^#i^tto^>fb7K 

6-10 

*b<H:l— 6. J;«9^J*b<f*l— 4<DT/V'=¥l^>'S)-C^$4x52ffiOS-^fe5o T/V 
T^h^^^l/^^i^^^v^. -0-CH(CH )-0-. -0-C(CH ) -O-H)^ 

3 3 2 
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[0049] :^mmmi^i^n^^^Ttim'f-}t^. m.nm^. mmm^^iti^^mm^^Mf^ 
[0050] ^mmwi^^if^^5—ioM.^TT^Tv—yi-msti^. m^m^ir^m^(Dm7!)^5fi: 

T>*'— /i^m. -r^^y— /vm. hyry-zv^. t°9^y— /vs. :7^if ^rz^ry 

—^^m. :t^^i^Ty—/i-m. ^'v^i^^m. ti'D^z^i^m. a'^i^^m. hvn^^m. 
^:^v—/um. ^y^^^v—/vn. -i^^^^—^^i^m. ^yvi^m. ^y^7V> 
->:^yv>m. ^^yn)^^m. ^y^'^vi^m. ^^^vi^>m. :7^9-:^i^m. •^u:^ 

, -<:/X-r5^)/— /i^, -^^^^/y^Vi^i^n. t"'ciT3tfy^^:^#, fant-y^i^^i^S. fy 
Kfc'y 5i^^S/jt^;5s^{f ^tv^So rs- loM-^T^dTy-zv^j jc*3v >t0 

t°y v^VS. =^:^ya:.-ym. y'7>m. l:°n-/i^S, -T^iJ^y-z^S. 1, 2. 4-hyT 

— /wm. i^y^s^i^i^m. try^i^:^#. tr^v^^-m. -ry=3E^/y -<>'X;^-:^i?-y-/v 

yv?i^#^fe{f§^^;5s-et:5o 
[0051] :*:9g*ffl$tc*3(tsr5— loM^-T^nry— /v^j^fi. Miers— loM^T^nry— 

[0052] :2^ig^#fz:*5ftsr4— 8M--^nSj^}*> 
3) ^tf'(;i-m^'g'^i-2^'^A/-x?v>-obJ;<. 

5) ^ig^T*fcs^5i=#i^i4<^m^jt*-r^o 
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[0053] 4—8m^TumtvxM:P^ma^m:^it. r-^^z^i^m. fnyv^^^m. f-<yi^:^ 

, 'r:t^/l-:^V>m. t:°-<7v?>'m. ^TyVi^^^M. v?:^-=^f-^^. 'i^yy^V:^^. ^ 




1-6 

ft. fc'oyi;?:/^, r-^v^v^, ^/v^i;^^. ^:^^jv:^T^n. 

[0054] :^K*B«{;i*3{t5 r4— 8M---7"t3»^«J t\t^ ^IB r4-8M-^xn^j d^'^^it 

-1— r/vm*fc«^/i':7;i-yi^-4— f/v^^^^lc-rSo 

[0055] ^jc^ig {C*3V ^TMiBi^tJ'nT/V^/VS^fcW:t«|E4— 8M--7"n^{iTy — /WSt 

*i'^bfc4-8M^v^o#^{i, ^<Dv'^nT/Vdr/l-S*fc}*4-8M-^7"o#;5S^ 
V-^>^#OTy-/wm^:^/vy«t'^bfci«att:lc5fe-rSo ^#:6<J{iifi. -T^h^tKn 

[0056] ^mmm^piziio^^^xmi^^ti^^c tv—/^^c r/i^^/umiti-imm&m^c 

6-10 1-6 1- 

6 6-10 



"WO 2005/053695 
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[0057] 2{5:ig^#{j:*3(t§r5— loM^T^nry— /vc T/^^/w^j^f^ttrlB^arc r 

1-6 1-6 

;v^jvm\ <7)ttic<^7k^m^^. SftfB^ars— loM^T^ory— /vsj-t?giiiu 

[0058] :2|s:KjNB#lJ:*5tt5r4-8M-vv^n»C T/V^r/V'SjtttMIB^^rc T/W^/l- 

1-6 1-6 

[0059] ^pj^»tc:fett^ m^i-^fcit2m(D^mm^^t^. m^m^m\^x\ ^xhx 

V ^:^#S:^fcf* -#^-c$>54— i2M^7"n^^Sj ^f*. gi^S^WUTv ^-o^>J: 
v\ 




1- 

6 

[0060] ^fc. *ig^»{::*5V MIEX«R^\ R^^ R^cDV ^-m;i^loi:i^'a'^?l^ 
^!feL-ObJ:<^ r<D#^. XfiR^\ R^\ R^^ R^OV^-f tv;0*loi:-j^tC/^o-cm« 



wo 2005/053695 
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[0062] <m^Msm> 

(lo)T^yS 

1-6 

[0063] T^^mi^^. c T/v^i-^^m. mmm^. ^-co-. ^-s-. ^-s (o ^- 

1~6 

S(0)^-. ^-O-CO-, ^-CO-O-. ^-NR^-, ^-CO-NR^-. ^-NR^-CO 
^-SO -NR"^-, ^-NR^-SO ^-NH-CO-NR^-*^Cf*^-NH-CS- 

2 2 

NR'^--e^t>$tl^S^ic*'t-^ ; 
[0064] T^ti^lJlM^. C T/l'^/VS.C iyiJ^ar/V^/VS. C T/^^^^/vm.C 

1-6 3-8 2-6 2-6 

1-6 3-8 2-6 

2-6 

[0065] fcfcU. T^*5iU5R'^«^tT.^n3!6^CbTTIES^ST^;i^e>ig{itL5l— 31®<D 
[0066] <g|fe^Tp> 



wo 2005/053695 
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1-6 3-8 2-« 

2-6 

1-6 1-6 

2-7 

[0067] ^^<UWkmsm>b\.XUi^\.<^. 
(3)>>'Tys. 

(8) C T/V^/V^, 

1-6 

(9) C i/^dT/V^/VS. 

3-8 

(10) C T/v^=-;vm. 

2-6 

(11) C T/W^^/VSx 

2—6 
1-6 

[0068] :^mimm\^^Vf^ rgJfeS^;^L-CV ^Tt>«tV 
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,43 



[0069] J;*)itf*b<fi, ^ 

R« r31 f^32 1^31 j^32 



(^^. R^% R^\ R^*5j;ufR^^«. ^ti^tmiLi.xmi^m%:^vx\,^xhx 

-t?^:b$ttSS^ic*b(fcfcbR^\ R^\ R^\ R^^XXJ^^^<D^ib{}^ti:<tiy3mn 






[0070] :*:5g^»{ci*5{t5r^ 
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ft NH 



|— N NH |_N NH |— N NH 

[0071] :*:0jjto#{c*5tt^ rgj^^^;ru-cv ^XhX\ ^\i'-<])i^:^-l-^Ji^miti^. 

[0072] ^ ^ rg^^^^UTV ^Tt> ^\f^Vi^:y-l-4/^^m {-*3V ^T^^b< ^ 



r33 
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\ 



Q !0 lO-< / 





o 



i 




NH2 

-N 




NH2 -NHz 

[0073] ;*:M^«tc*D{t5 rgi^i^tr^bTv ^Tt> j;v ^T-^^v?:/-l-^7^^J ^{i, g^a rT 



wo 2005/053695 
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m^Mm^fm^m^m\^x\^^xhx\^^ixmi:>^t}^m7!)^hmitti^m^i'^tiYtm 





wo 2005/053695 
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[0076] :$:5g*ffl#4'._hlBeifeSBi^tJ:*5(tSrg^^^;^bTV^-rt>J;V>C T/V^/WS 



1-6 

1-6 2-7 

1-6 1-6 

1-6 

[0077] m^—^^d) Xm^M^t^miZ^^/^X. R'*3j;tm^^i, ■^tL^tl.M^LT. ^ 
-A^-A -A^(^4^. A°. A'*3j;t;?A^(*. ^^^^t^t^^lE^a^l^lca-efe^o )T'^ 

^5$ti^StrS5fet-S;05,A°43j;U5A';6S^tj(c:^i^'a--efcS^{*r-A''--A-j-t?l 

[0078] ttrlS^ (I) IC*5V ^-r. rz^;55^-CR''=-efc§i^. R'*5j;tm^;5S— J^{;i/jjo-C5- 



2-6 



1-6 




o 



(V) 



2-^ 



wo 2005/053695 25 PCT/JP2004/014857 

[0079] ^mmm^ iz^sif^ yz>^Ty^i^i:?^vmi ti-t. i^T/m^im^ir^^i^i^/]^m^ 

M^matm^it^ 2—>Ty-<:^v?/wS. s-iyry-^^v^yv^. i£.tii^4- 

[0080] >^mmm^K:i3n^ \7;v:tn^^r/^i^v^;v^\ t\t. y^mm^^im^^xf-^^ 

[0081] ^mWm^ {C:}o{t^ r;t7/W<^-r/V:7ai/:^VSj t}t.. ^-CONH 

2 

[0082] immm\z-i^n^ m\ :^%m K^^^t^i^t^^m^u ib^-^mm^mz 
n^:^Mh(D-x^htntmzmm^tvr^ m^it. mmmm.. mmmm.. mm^m 

[0083] mmmM<D0-^i.\, ^mti^xi^. mK.}tm.mm. M^t7i<im^M. mmm. ^^m. 

[0084] ^^^^^^(om-iiU/^mtXJXyi. mxM-f-hV^J^M.. 1^])^MmfS:}£(DT;Viij^)^ 
[0086] 



wo 2005/053695 
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[0087] u'isxxnj''\^^th^thm^vxmmm^s M:mm^. ^^mm^. 

[0088] U^*Dj;mj^}i. ^n^'tai5tL-C:^mig^^. ^^i^^^. H!j7^ig^=-, p<i5':/P^/k:7 
;j-nyV:^dE^v'S, p-h/V3i>';:^/V7;t-^/V;^^->S. ^-B(OH) , 4, 4, 5, 5-xh7 

2 

3, 2-t^:^-^1^Ji?9:^-2-'l'/VS. ^-Sn(R') (^ff'. R'f^tC T/W=3f/V 

3 1-6 

[0089] R'^«. ^-0-A^-e^^^$^^SS. ^-S-A^T*^:b$tL5S. ^-N (R^") A^T*^ 
emSSrWb-CV >-Ob^v ^4-8-^7"i:im^S (^Jx.f^ i^^/ws 

1-6 

3-8 2—6 

2-6 6-10 

^fc^'tD^-A^-A'-A^-e^^P^tT^S^lC^i-So 
[0090] P^^\i.^:7<7-;vm^^-1r^.C T/P^/um.C iy^uT/i^^/um. C T 

1-6 3-8 2-6 

/v.5rr:^/v^^ c T/^^:=^/i^s. c ry— /i^s. 5— loM^T^nry— /VS. 4—8 

2-6 6-10 

M^T^n^^, 5— ioM^7"t2Ty— /i-c T/vs^/vs^fcjic ry— /vc 

1-6 6-10 1-6 

A^"}i;(;/V7pV^^W-r'5. C T/V=3r/WS. C i^i^dT/^^^/VS. C T 

1-6 3-8 2-6 

/^.Jr^/W^^ C T/V-^^/^S. C ry— /^S, 5— lOM'^T'i^Ty— /l^S. 4—8 

2-6 6-10 



wo 2005/053695 
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1-6 6-10 1-6 

L0091J A^"°^f*=-hciS^#i-^. C T/l^^/VS. C i/i^nT7V=ar/VS. C T/V^r 

1-6 3-8 2-6 
2-6 6-10 

1-6 6-10 1-6 

1-6 3-8 2-6 

^/v^. c T/w'^^^/i^^. c ry— /i^s. 5— loM^T^nry— /v^. 4— sm 

2-6 6-10 

-^-ro^^S. 5— lOM^-T^nry— /wc T/v-^/^s^fcfic ry— /vc r 

1-6 6-10 1-6 

[0092] A^'^^'fi^hy/VS^-^^-r-S. C T/V=¥/VS. C v^iJ^aT/W^/VS. C T/U>^ 

1-6 3-8 2-6 

— c T/^^^/i^^. c ry— /ws. 5— loM^v^nry— /wSx 4— 

2-6 6-10 

-^T^n^^S, 5— lOM^T'i^Ty— /WC T/l'^/l'S^^fiC Ty— /VC T 

1-6 6-10 1-6 

1-6 3-8 

C T/W'Jrcri/^^, C T^l'^:^JV^.C Ty— >'VS. 5— lOM^T^nTy— 71^^ 

2-6 2-6 6^10 

. 4— sM^T^D^^S. 5— loM-^-rory— >'vc T/w^/v^*^c(ic ry— 

1-6 6-10 

1-6 

[0093] Mfi. -MgCU -MgBr. -Sn (R^) i^^. R^iWim'^mtmMm^M^ir^o ) 

3 

[0094] T''«T'T*^t^$iT^Si:l^ita. *fc«^ 




>P3 
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,40 



-R' 



,43 



.44 



,33 



,42 



R- 



R 



,37 



[0096] 4^;lTJ-taiB^ (I) \Z.id\ ^XZ'tZ^tti^r.m^^^X^^^\.fz.it^m(Dm^:HWiA- 

[0097] Mat^^tfeA 




R*0 R» 



wo 2005/053695 
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[0098] [X@A1] 

'fb'^i^(la)[CAS No. 56160-64-6]K.-NU-<D^m^m^RSt^^'t.it^ 

[0099] -Nu-(D^mnmti.xi-i. ~^m^-NH-(D^mm<7)mAi^m\^^hti^^m^ 



wo 2005/053695 30 PCT/JP2004/0 14857 

[0100] sf&f*. mm^rx-m^th-(^^^7!)\ mm^^rx-^ft>^mm^. mmtv 
xi-i. ^m-t^>^j>s^ ^mv'^^j^. mm^hv^j^. mm:^v^j^. ykm^t^hv^-^m 

[0101] [X^2] 

^t^m (2a) Ht^m(2a-2)t:R}t^:^'^. it^m (3a) Sr#§XST'fc5o 

0ai^J^LT{**^6<j a-K^i?^'. a-KmiS'^, 3-K:/n^-?^^, -^i^t^/w^cr? 

[0102] S^£;^IS^tbTf*. ^Jx.f^v^P«^/V>^/V:^^'¥v^K. N, N-v?;><^/V*/VAT5h\ N- 
[0103] S^&f*. i&S#lST-et>:^S#^#^£T-C^>tT5i^t>T'#<5;&^ J^S#lST-eS^£: 

^mm^. mMh\.x\i,. imitv^^j^. im.i\:rrv'j^j>^. im.iti^])^j>^. mm 
mmrvv^j^. mmjv^j^. mm-^^^^j^. ^K^^by^i^^. ii^mit^vv 

7K^^t:;&y!>A, :/^/vy^!^7A, ^^/vy^i^^i,, y^[>At^^hy^^/^i/y/vT 
^K. :^^y!^7At'>^^y;^^>rl^>y/^T5^^ ;i&y'j'-Mf:^hyp<^/^i^y/V'T^K^^ffiv^s 

[0104] [X^AS] 

'fb-a-i^ (3a) (D7&.(D^>'i^/vm^mmLXi\:,^m (4a) Sr#-SXeT*fe5o 

^T. ^JRMi^#^T. gHli!fe5l7nSi;£^{CT. 'fb'a'#J(3a)d-Mb'g'«^(4a)^#5r^ 



wo 2005/053695 31 PCT/JP2004/014857 

. 7"h^fcKn:77V. h/v^V^Srfctf 5^^3&5-T?t;5^ ^MMSSEirUTfi. ^n'^^^i^A 

[0106] [XSA4] 

^fk-^^I (4a) ^>fb'^i^(4a-2) ^^^S^-^. ^t^m (5a) ^#SXa-efe^o 
>^b-^i^(4a-2)^LT^^. ^#:6^lc^Jx.fi. H-KT^iJ'V, a-K^iJ':/, a-K^n/-?i^ 

^>'^<DT/v>^:=^/w^N^^K. *:^f*:7"ay^/v^/w:/t35K, i-^n^2-:/^:^#o 
[0107] RJt^mmtVXyi. N, N->?p«^/V3}>/l-JsT5K. N-^^/v 

[0108] Rjt^n. ^m^^rxh^m^^^rxhn^^thx^^TiK m.m^tErxRft> 
^n^m^. mmtL-xi^. *^>fby^!?A. 7i(.m^t-i-hv^j>>. 7^mit:fjv^j>>. 
^m-rv^y^j^^ mm^v^j^. ^m±->^j^. ^m^tv^^j^. ^m^ti-hv 

^J>^. 7i<im^t:iJV^J>^. ^^/vy^lJ'A. ;^f'/i-V'^^J>>. y^'>Aif;^hyp<^/w-^y/vT 

[0109] mmmisxt^mmmEr. ^t^m (4a) t^t^m(4a-2) ^r^^^. it-^m (sa) 

[0110] >^b'^#l(4a-2)i:L-C«:.X;^5gife^^;^UTV^-C^><tV^C Ty-/vS*^«MtSl 

6-10 

S^*bTv>-ct>J;v^5— ioM^xi3Ty-/v^-e*>?). u^;&5^ -b(oh) t 

2 

'^b'g•i^(4a-2)<S^l-3^4ffiv^5^^;6W*bv^„ 



wo 2005/053695 32 PCT/JP2004/014857 

[01 1 1] :L(Dm^, R!tMmi-i. i^^^vivi;^^^^, tI7^^/^A, 1 , 4-i;?;^^i^i/, T^h^fcKo 

[0112] [X5gA5] 

'fb'^ife (5a) Wb^JSrHJJS:^-*. ^b-a-*^ (6a) Sr#SXS-efe5o 

/Nnyi^^fb^j^LTf*. Mci^matmx.it. N-ii^viuat<m^^}'\ N-zfvi^a^ 

[0113] Rft^mmtVX^. T±h=^hV/^^. N. N-i;?p<^/V5j;/Vi^T5K. N-^^/UfnyK^^ 

m.mi^ox:^^hi5ox:(Dm.mxRm^n^:it7i)^x^^o 

[0114] [X5gA6] 

'fb-^*^ (6a) iZ^t^^ (7a) ^S^&^-tirT. Yb-^^J (8a) ^#5XST?fcSo :i<^^ 
. >fb'a'#>(7a)«l— 4^»fflV^;5^^;5W*LV^„ 
[0115] RJt^lt. mx.liTh9^h^r2^T^. T-feh^hy/V', N, N-i^?i^/V:^/]^M.T5,V. N- 

y-^ix. 1, 8->?TlFK'v-i^n[5, 4. 0]'>:/x-fe^/^t'^^V^§^^;J|S-e#<5o cio^ 
. :^S^il-4^4>mv^-5::^:;6W*bV^o 
[0116] [Xi^7] 

^t^!^ (8a) (D3^0-NH-<D<!^il^^JiJiiS^^{ClJ;f9. >fb'^i^ (9a) <Sr#5XST-fe 

So mM^'^^-mi-(D^m&iz:^i^^x^ ^(D^mmx—^mcm 



wo 2005/053695 33 PCT/JP2004/014857 

[0117] ^J;t{iR'^>5SfcV^y/v::r^ixpt^/v^<Z)^«, i^fci^^i^y-zi^tTh^i: 

[5. 4. a]-7-^>^v'±^^m(Dm.m^ox:^^hi5ox:(Du&-r^i¥m^'^x.Rm%:no 

[0118] R'''';i5|syp«^/vi/yyWaih^E^i/^^/vS<o#^J*, T-feh-hy/v. N. N-i^p^^ 

:7/v:^-ym^«i-5^»fflVN:5^^;dW*Lv\ 
[0119] [X^8] 

^t^m (9a) ^^uMtl^X. it^milOa) ^n^lMXh^o 

;!k^^b;<7ye7A. ^mv'^^j^. mm-Thv^M.^ ^^y^^i^. ^^-tv^ij^A. ^ 

[0121] [X^9] 

^t^m (10a) {C'fli'^i^ (1 la-2) «rS^£:$-*. ^fb-a^^ (1 la) ^#^XS-CfcSo 
it^m (1 la-2) i!UT«:. A^-OH-C^t3$tt5T/V=i— /Wb-^i^^^fi^aiy— 

^fb-g-i^trfeffS^^^iS-e^So CLOm^. 'fb-a'i^(lla-2)«l— 10fg^4*fc«m 



wo 2005/053695 34 PCT/JP2004/014857 

[0122] RJt-^mtX^Xlt^ T±h=^hV/l'. N, N-v?^^/V/J>/WAT5Kx N-^^/VfnyKV 
. 1, 4-v?;^=ari^>'. 7"h7tKn:77:/. v^^h^v^JiiJ?^. P<i5^y-/V. 

^nm^. mmti.xi-i^ ^K^^by^^-^A, 7i<.mit^hv^j». 7kmit:^v^-u. mm 
y^e^A, ^^-^hyi^i.. mm^v^j^^. mm±i^^j>^. TKm^tsy^e^^, 7K^'fb-:^hy 

:^m^h^]}^J>^. :^^/vy^l>-6.. ^^/vy^l^A, y^!jr-Wf:^hyp«^/vvy/VT 

^K. •:^hyiJ^i>.tf;^hyp«^/v->y/i'T$h% :!&y!>Aif;^hy^^/v->'y/vT^h\ hy^if^/v 

[0123] [X5^10] 

. 1. 4-v?::^-=¥i?->'. 7^h7fcKci77V. i<?^hdri>'3^i5'>'. ^iS^y-zW. ^^iS^y-zV^^ffl 

[0124] ^MMiKirLT}*. ^^yi^^M^mm^fci-xmmm^^if^^tTb^x^^o ^<9i^^j^ 
y7^:^T■feh:x^■?7v?•>A#^ffiv^s^i;;os-c^^ mmmti^xti^ 3^^mm^m\^^^ 
[0125] Rst-it. mm'r^m:^i^h^^^rxn^^thx^^^K mm^r^^v^iyv^^r 

[0126] Rjt^n^ mm^^rxhmm0^^rxhn^:ikhx^^^^. mmw^rx^st^ 
^n^m^. mmti^xi-i. ii^mt'j^^j^. TK^^fb-^hyi^^. i^miti^v^j^. m.m 
y^e^^. mM-Thv^j^s^ mm.^})^j>^. mm-^i^^j>.^ TK^^by^-j^-t., T^mik^-rv]) 



wo 2005/053695 
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[0127] [XSAll] 

-fb-^^l (10a) ^i>-T/>fkl*m^KJi&$-fr. it^il^ (14a) ^#SX@T'fe5o 

i/Tz-fiiK^^LTf*. :a#:6<J^e:^i^J;t^^vTWb^^y•^7i^s ixr^^fb^^yi^'-^^^ 

[0128] H^S^iK^b-Ctt. mx.\iT-^h=-hV/V^ N. N-i^p^^/V-J^N/VJ^T^K. N-p<^/Hi° 

nyK:/, 1, 4-i;^:^-=ari^:^. 7"b7fcKn:77i^. i^^h^vaiijr^'^ ^^J^y-zp, m^y-zv 

o 

[0129] [XSA12] 

^k-g-i^ (14a) (D^^rm^Mii^^LrC. it-^m (15a) ;Sr#SXm-CfcSo 

[0130] H^S^^S^i:b-C{*. N, N— :;^^^/^Jj^/V^T^K. N-p^^yVt'nyK^^. 1, 4-v?:^=¥ 
^mm^. mmtl.Xi'i^ 7i<.mit:hV^J^. ;?K^>fb^hyi>A. im.i\:3^^J^. TV 
[0131] [XSA13] 

it^mMsi) (Die^^nmmx^x. it^m (i7a) sr#5xm-efe-5o it^m (i6a) 

^U-r.-fk-a-i^dla). (12a). (14a). (15a)J&^'S:fflV^5r^*5-e#5„ 



wo 2005/053695 36 PCT/JP2004/014857 



[0133] 




[0134] [X5SA14] 

^b-^^J (18a) ^i^ct/HbbT. 'fb'^i^ (19a) ^#^X@T*fe-5o 

7K^'fb;^y>^^. mmvf-^j^. mmi-v])^j>^. mm^v^M^^ mm±->^j>>. m. 

[0136] [X^15] 

it^m (19a) ^M^m^^X^X^t^^ (20a) ^m^blMXth^. 



wo 2005/053695 
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L0137J [XgA16] 

it^m (20a) ^>fb-a'i^(21a)<SrS^S$-fr. 'fb-ai^ (22a) ^n^rMX^h^o Mit:^ 
&A(D[X^2]^|^#<D^#T'HJ^:^=fT5^^}dS-C#So 

o^M-^N^ O^^N^N O^N-^N 

O [XI1A17] O N N [X«A18] I 

23a 24a 



[XSA19] ci-S.'^N^ [X8A20] Cl^^N 

26a 19a 

[0139] [X@A17] 

'fk'a'i^(23a)[CAS No. 1076-22-8]^>fb'^i^(4a-2)^ffmS^c;^-^5;i^lC 

'fb-a-i^ (24a) ^m^nnxh^o 

^t^m (24a) K^^ti^l^^tm^RUt^^'^. i\:,^m (25a) Sr#5Xa-efc5„ 

[0140] [X5gA19] 

'fli'a-i^ (25a) ^^D/WkLT. >fb'g'i^ (26a) ^Sr#5Xa-efcSo 

T-H/iS^fT^^^^^-et^o ^IS^iU-Cfi. '03J;tfihyP^>-. Tirh^hy/P. V^^xivi=r. 

[0141] [Xi^20] 

it-^m (26a) Hb-a-^ (7a) ^Sl^:$i^-C>fb'a'i^ (I9a) $:#§xmT*feS 



wo 2005/053695 
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[0142] Sljt^&B 




7b 



[0143] [X@B1] 

it-^m (lb) ^-<i^i^M[:i.fcm^. mm^mvx^t^i^ (2b) iSr#5x=s-e^5 

o 

[0144] [XSB2] 

it^^ (2b) lJ:/M3y>'>fb^j^s^S$-^. >fb-^i^ (3b) ^m>JMXh^o 

[0145] [X=^B3] 

>fb-^#i (3b) izit^s^ (4b) ^K^£:$-fr. -fk-^ife (5b) ^#5X@-c*>5o 

AO [XSA6] t mm(D^^xsjt^^n^^t7!)^xt^o 



wo 2005/053695 
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[0146] [XmB4] 

[0147] [XigB5] 

mA13] ^l^#<D^#TS^£^^fT5rt36S-e#^o 

[0148] Jb|E$l5t:&'&A(7) [xaA6] jSV ^T. it^m (7a) O;6^fc>0 1^1. H-T^^xmi^^ 
tb5>fb-^i^(8b)^. [XmA6]^P#<D^#T-CS^&^iir. $^(J:_h|B[X^7]- 
[X@A13]^aiMv^^^i:l;iJ;«9, ^ 



xmi^^ti^^t^m (9b) ^#sci^;55-e#So 

[0149] *fc. ±IBSlit;^«feB<D [XmB3] {C*3V ^•r . >fk-^#l (3b) (7)>6^t??) {^1, H-T'T*^ 
*?$tl^>fk'g'i^(8b)^. [X5SB3]^ll#<D^#TT'H^&$-fr. $b{J:±l2[XmB4 
]-[xmB6]^Jgl:fflv^§ri:^;li?), ^ 



10b 

[0150] m^:^mc 




9b 





140 



wo 2005/053695 
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X 




[0151] [XSCl] 

^t^mnc) tit^m (ic-2) f^sfS^iir. it^m (2c) ^n^nnv^^, mm.-:)^ 

[0152] [XSC2] 

mm. mmm(Dm<D^tEr. uum^mmrx^Rit^^n^K ^t^ii^i3c)^n^:z.t 

[0153] [XmC3] 

^t^m(2c) {c:3^i5'y-/vSrH^S$-frx 'fb'g'#?(4c)*3j;t;?(5c)^;5xm-e*)-5o 
»iit;^ifeC(D[x@c2]i:i^#<D^^-eSf£:^tT5r^;i5-e^^„ 

[0154] [X=gC4] 

^fb-a-i^ (3c) iT'fb-^i^ (3c-2) ^K^£:$"tir. it^^ (4c) *3J;t;f (5c) Sr#sxa-e& 

5o mit:^mA(DiJLmA4]tmm<D^wxRm^m^tt>^x^^o 



wo 2005/053695 43 PCT/JP2004/014857 

[0155] [XigC5] 

^t^^ (4c) Kit^m (6c) ^SrS^S^-fr. ^t^m (7c) ^#^X@T-fe^o ^it^iSfe 
[0156] [X=^C6] 

'fb'a'#i(7c)o^:^-T^K>fbSjj;icj;9, ^t^!^(8c)^m^T.nx*h^o simmmt 

[0157] [X@C7] 

>ft:'^i^(8c)op<^/Wli^^^S/;S:$-fr. {k'^i^(9c)^#;5XST'*jSo 

^m\^k'a-i^(9c)^#S^^;6S-ctS„ ^<^#'^.:^Sf*l. 0-1. 5^4ffiV^:5i 

[0159] [XaC8] 

-fk-^i^ (9c) ^;!jn;!K:5>j5li-S^^{iiJ;«9. >fb^i^ (lOc) ^#<5XST'*>-5„ 



wo 2005/053695 
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[0160] t^^^ ^%^\--:rV^^y:^;\^^.=.;V^}£^ ±IESi;£:^#TX'aJiilfeil$tvTb*5# 

[0161] IXMC92 

-fb-a-i^ (10c) {;i3S5n^J^^$-^. -fk-^i^ (11c) ^#§X5gt?*>5o 

[0162] [X5gC10] 

^fk-g-i^ (1 ic) ^mi[iRmimir:itKX^^ it^m d 2c) ^#^x@-efe;5o 
0'C>5^fe80'Co?aaPT'S^&^lrffv>. >fb'^i^(l2c)^#5::^dST'#5o :^X7i^S. 



wo 2005/053695 45 PCT/JP2004/014857 

[0163] [X^Cll] 

^t^^ (12c) Kit^m (13c) ^RJt^^^. it^^illc) ^#^X@-CfcSo ^(7)m 

f d^Sfcfi. *i|^liT\ (i2c)*5j:t;?(i3c)^M'^u 2o*Cd^e,i5o'C<D?as-es 

^£:^m\ {k'^i^(i7c)^#§ii:35S-e#5o 

[0164] [X5gC12] 

>fk^#>(12c) tJltK^i^^^-^^^Et^iir. >fb^i^(15c)^#5Xm-CfeS„ ®lat^^ 
CO[XSC 1 1]^ nmSO^.^-^^m^^^'^bZ.hli^'^^^o 1::K^v?^^}*2— 10 ^ V ^ 

[0165] [XigCia] 

^fb-a-^feJ (15c) Mk-^i^ (16c) ^gmsi^^^*5::i:{cj;i9. Kc^m (I7c) ^#5X 
S-efc^o M5t;^i*Ao[xSA2]^l^#(D^#T*s/^?^tT9^i:^5-e#^o ^t^mii 

6c) «1 — 3^^ V \ 
[0166] [XSC14] 

>fb'g'#»(i7c)(Z)R'**^j3Ji^g|L-c. >fk'a'^(i4c)^#sxig-efeSo mm:^mA(Di 
XSAi 3]i! l^#(D^#-es^S^tT5^^;&sx*#;5o 

[0167] [XSC15] 

it^^ (5c) {C>fb'^it^ (6c) ^S^S^-^. >fb-^ife (18c) ^#§X@T-*>6„ ^5t:frife 
A<0[xeA6]i:l^#(D^#-eKi^:SrtT9;it;iS-et;5„ 
[0168] [xscie] 

(i8c)^JSs#^Tx ox:i)^hioox:(Dum.xm.m^n\^\ it^m{\2c)^^^z.b 

^S-a•^^t^S^fflv^5:l^;i5x*#5o m^tL.X\'t^ TiamitV^^J^^^ Tic^m^t-ThV^J^^. 



wo 2005/053695 46 PCT/JP2004/014857 

[0170] CXigC17] 

^t-^mnoc) KMitm^Rji:^^^. it-^m (20c) ^#^x@-efeSo 
[0172] ^M7m\t\.xm>mMw^m\ ^^m^. ^mmrnhx^xi, 4-v?;r^i^i^. tv^m 

[0173] *fc«jl7nlr!li:bT7K^>fk;l55^-:^hy!j7A^ffiVN:5^, ^-f^b-a-i^ (19c) t^^ 
[0174] [XmC18] 

it^mi.20c)(D^:^T^\^it]^J^^Ki:^. 'fb'^i^(21c)^#SX@-efe§o ^3^;*^ 

^feC(D[xsc6]^l^^o^ft^T'M^£:^tT5r^;65-r*#So 

[0175] [X@C19] 

it-^m (21c) ^j^s#iST. i^y/wb^r!i^s^&$-^. it^m (22c) ?r#sxm-efe 

So 

T^:/^^fflv>s;ii:/5s-e#:5o i/y/Wb^J^b-cm-:/^/i-i^p<^/^i^i3ni^^^, t- 

y^^/Wi^anv?:7aic:^/ViX^>'^trfflV^§;i^^5X'#So r^Sfil. 0—1. 5^M. i^y 
/Hb^Jfil. 0-1. 5^»ffiV^6^^;6W*bV^oKlr^m^^*0*C^^b80'CT*HlS^ 



wo 2005/053695 47 PCT/JP2004/014857 

[0176] [XmC20] 

^t^m (22c) (Dyi^MtiCX^. it^m (23c) ^#SXm-t?$>§„ 

[0177] [X=^C21] 

it-^m (23c) ^;5P;?k^f 5ri:(-J:«9. ^L-a-^^ (24c) ^#SXS-efe^„ 

°C(DUmXB.)^^^'if\'\ >fk'^<^(24c)^#S^^^S-ct5o 
[0178] ^l^UfcK^S^^^^OS-R^^t^jgiij^^^^^^^ -NH-^i^aS/^^t-.t'^fl^i^r^'rS 

[0179] mm^mD 



wo 2005/053695 
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[0180] [X@D1] 

^t^H^ (Id) t^t^m (ld-2) ^rSJt^^'ir^^LtizX^. it-^m (2d) Sr#SX;g-efc 
it^m{lA-2)t\^X\-t. McW-m\^m'^\t. 3-K^^>. a-Ka^iJ^^, a-l^^^n/^:/ 

^©T/V'^ri/W^^^rK. ^fcf*:7'ci^^/V'^/l':/n5h% l-^n^2-:/^i^^<DT 
/^dp-/^/^7^K^^v^:5Cl^;^s-e#5o 'fb'a-i^(id-2){ii-i. 5^*ffiv^5rt;55 

[0181] RJt-^a^tVXn. N. N-v?p«^/^5!}^/^i^T^^^ N-^^^/WfoyK:/. T^h^tKn^ 



wo 2005/053695 
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[0182] [XmD2] 

^t^m (2d) Kmmmm^i^m^^^^tKx^. ^t-^m Od) ^n^^Mxh^, 
tt^xt^o m.mnkMtvxmmwti-hv^j>^. m.mm:^v^j>^m^m\f^^:ikt^x^^ 

[0183] [X@D3] 

^fb-^^fej (3d) ^T:^^::iT§rSJ^;$iirSr ^(j:J:«9. ^fb-a-*^ (4d) ^m^iMXh^o 
T>'^^T^*lo-2o^^»fflv^s^^>^lW^uv\ 

^>20o*c<Dias-e, Rjt^^no^tt^x^^o 

[0184] [X=gD4] 

^b-^^; (4d) S:7K^#ffl^T*>§v ^«2-3^»<DfcK^i:;?>'#^T. ^JRMiE^ffl 

ffiv^^:li:;os-et^s„ ^mmmtvxi-i^ ^<9i^^j>s^m. m^t&^. ^:^-z=.^y^/vm 
oRJt^mMi-tox:7i^hi5ox:(DmMxRjt^^no^t7!)^x^^o 

[0185] [X@D5] 

^t^m (5d) (i;r/wh:¥®^^>^x/v^K^t^$-^5::^l-J;«9. 'fb-^i^ (6d) ^#§xa 



wo 2005/053695 
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[0186] [X=^D6] 

Tfi. t:°yv?>'. 4-v?^^/VT^7fyv?^. 1, t'v-i^n [5, 4. 0]!>>'7^ir>' 

05-0. i^»<D4-i?^^/wT5yfc:' y^^>'^fflv^sr^}5s^*bv^o Rft^mM\'i2ox: 

[0187] [XSD7] 

'fb'^^fej (7d) (D^viMtiCXy). it-^m (8d) ^#5X@-t?feSo 

m (7d) ^-ioox:^^h2ox:(Dumxm.m^Ki^s-^^. ^T-^o/wb^^^f^^^ 

fcKa7^>-, 1. 2— :^p«hdrV3i^:^. 1, 4-v?:^^1^>'^^fflV^§:li:;&5-t?#So lllS 
[0188] [XSD8] 

it-hm (8d) tc'fb'^i^ (9d) 'fk-a-i^ (lod) ^#-5xm-e*>So 



wo 2005/053695 51 PCT/JP2004/014857 

[0189] [X@D9] 
[0190] [XtolO] 

x^i 3]^ mm(D^i^x-i^it-^m^tJ!)^xt^o 

[0191] [XigDll] 

^t^^illd) (D5^mM(Dfii,TJ>^MtRJt-l^X^. it-^m (13d) ^#SX5g-t? 
[0192] R';6S-<>'>?7W:^i/;<^/KD#^, >fb-^ife ( 1 Id) <Di<?^i3np«^>'#(D^?g4' , -1 

^xin:^;VJ>.^ N, N->^;»<^/V'Jj>/VT^h\ T'h^fcKn^^ 

[0193] [XmD12] 

it^m (13d) Hb-a-i^ (13d-2) it^S^ilAd) ^#§Xg 

[0194] [XigD13] 

>fb'g'#»(i4d)(Z>R'^^16i{i^^bT. >ft;^i^(i2d)^#5xm-efe5o mti^mACDl 

it-^S^ (lid) Mi^OSlJfeT'feSo 



wo 2005/053695 
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lid 



[0196] [X@D14] 

t^^X^^„ mx.itt-':fV^iy:lU/v:^::^/vm(Dm^\'i. V^h^tKt3:7^>'. N, N-v?^ 

m:^^^tizXoX^t^m (8d) ^mmir^^tfS:<Slli^mir^^thXt^o 
[0197] [X@D15] 

^b-^i^ (15d) (CX5r^AUT>fb'^i^ (16d) ^n^xmxh^o 

o 

^tiT/)^=x-/u(x-oH)^^mR}t^i^x<>xmA'r^^thx^^o 'rt^t>'h. 

[0198] [X@D16] 

it^mMd) t^t^^ (9d) ^S^&^-^T. 'fb-a-i^ (1 Id) fSr#SXm-e*?So 

mm:^mA(D [XSA6] ^l^#<D^#-efT5;ii:;is-c#5, 

[0199] Mit;i^l*E 

±IESlJt;^&C<D[XSC5]*fcf*[XSCl5]^^:4oV^T. >fb-^i^(6c)<D;i)^i3t)(c 



wo 2005/053695 
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±f5[xmC6]-[X@C21]?^Jgl:fflV^-5r^{cj;t). ^ 




le 



■c^*3$ti^>fb-^#j (le) ^m^^ta^-ct^o 

[0200] ±mmm:^mD(D [XmD8] tC*5V ^T. >fb-^i^ (9d) (D7b^i:>^ H-T"-C^t>$ 
CX@D13]^aiMv^S^^^cJ;^9. ^ 




le 

•Vmt>^Mit^m (le) ^#5:it;&S"T?#§o 
[0201] Siit;^j£F 




wo 2005/053695 54 PCT/JP2004/0148S7 



[0202] [XigFl] 
[0203] [X@F2] 

it^i^ (2f ) (DR^^m^mL-X. it-^m (3f ) Sr#5XmT*fc5o ^it;^lfeA<© [X 
[0204] Mit^&G 




[0205] [X5gGl] 

^fb-^i^ ( Ig) (D^hnm^MjtVX^ it^m (2g) Sr#SX@t?fe:5o 

[0206] [x;SG2] 

>fk^i^ (2g) (Die^^mmi-x^ it-^m Og) srmsxa-e^So M3t;i^ifeA<D [x 

@A13] tl^#<D^#-t?Sli£:^ff 
[0207] Mat^^^H 



wo 2005/053695 
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H 

3h 



[0208] [X@H1] 

^t^m (Ih) (O^hy/^S^^UPTK^LT. it^m (2h) ^#^X@T*fc§o 

[0209] [X=SH2] 

©Ai 3] i:l^#(D^#-eSi^;:^=rT5^i:;6SX'$§„ 

[0210] m^-)sm 



wo 200S/05369S 
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[0211] [X^U] 

^t^m (11) i:iT;v^/v^mM^t:inTv—/v^mM^R!t^^'^it^m (21) 

[0212] [XigI2] 



wo 2005/053695 
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^t^m (2i) ^m^tvx^t^m oo ?r#5x@-c*>5o 

[0213] CX@I3] 

'fb'^i^ (3i) {;itK7i^v^S^£:$iir. >f b-^i^ (4i) tr#5X5e-efcSo ®i5t;^ifeco [ 
xaci2] i:l^^(D^ft^T*^j;£:<^fT5^i:ds-e^^„ 

[0214] CXSI4] 

it^m (4i) Hb-g^i^ (5i) trmmRi^^^'^^^tKX'o. it^m (eo ^#sx@-c*> 

[0215] [X3gI5] 

>fb'^i^ (6i) (DR'^^^m.^mi.x. it^m m ^n^imx^^o mm:^mA<D [x 

[0216] [X@I6] 

^^(Dit^m (7i) <??R*;6SH<^#'a^. 'fb-a-i^ (4i) <7)R'"^^ilS:^bT. (7i) 

^#^xaT'*>5o ]gi5t:?^&A© [xmAi3] bmm(D^wxRm'^rxo^ti!)^x%^ 

o 

[0217] Mit^feJ 



wo 200S/0S3695 
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[0218] [X^l] 

So 



wo 2005/053695 59 PCT/JP2004/014857 

[0219] [X5^2] 
[0220] [X^3] 

ih^m (3j) <D:i(imm^m^[:\^x. it^m (4j) sr#5x@-C'*>5o $iit;^ifei<^ [x 

[0221] [X^4] 

^b-a-i^ (4j) \z.it-^s^ (5j) 'fk^i^ (6j) ^#^x@-cfc^o M5t;b-ifec 

<D [xmcii] ^i^^(D^#-e^^^m^^;5ST?#5o 

[0222] [XigJS] 
[0223] [Xi^6] 

'fb'g'i^ (6j) <Dij/w<^^/i^m^mM(DmEr. jiJiTKur. >fb-^i^ (sj) ;S:#sx@ 
m.7^mtL.x. mx.it:t^>^M^[:'r^^m\^^^^t7!)^xt^o m.mtvxithv^^/i- 

ox:7!)^hioox:xR}t^^n^^ti)^xt^o 

[0224] [X^7] 

{b-g-i^ (8j) (DR'^^fSi^mi.X^ ^t^m (9j) ^#SXmT'fc5o Mit^^lfeA^Z) [X 

nAi3itmm(D^wxRjt^^n^::Lt7!>ix^^o 

[0225] Mat^feK 



wo 2005/053695 
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wo 2005/053695 61 PCT/JP2004/014857 

[0227] [X;^2] 

^fb-a^i^ (3k) t^t^m (4k) $re^s^£:$iir-5^^(-j;»). it^^ (5k) ^#§xa-e 

m\ 'fl::'a-i^(5k)^#;5;it;5ST-#So 
[0228] [Xi^3] 

'fli'^^J (5k) (D^xiMtKXy)^ ^t^H^ (6k) ^#5X^-^^-50 M5t^feD<D[xa 
D7]i:|^^(D^#T'S;^:trtTpr^^s-ct§„ 

[0229] [X^4] 

^t^m (6k) t^i'fb'^^j (7k) SrHi^:^-^. 'fb'^i^ (8k) ^#sx@-efcSo m^:tf^ 

A(D [X@A6] ^ |^#(0^#-CSJ^;;^tf dST'^^So 
[0230] [X^5] 

'fb-a-i^ (8k) (DR^^^m^mi-x^ ^t^m Ok) ^#^x@-c&So 

[0231] [XigK6] 

>fb^i^ (9k) Ht^m (10k) ^g^sj^:^-^. 'fb-a-i^ (1 Ik) ^#^xs-efc§o ^ 
5t;^?feA(D[XSA4]i:l^#<D^fj^-eSJ^^^fT5ci^;6S-r'#5o 
[0232] [XSK7] 

[0233] mmi:^mL 



wo 2005/053695 
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NH2 



21 




4 N / 



X8L1 



II 



31 

XSl-2 



X — U* 
41 





XSL3 



61 



51 



[0234] [XgLl] 

^t-^m (11) iT'fb-^i^ (21) ^^'fb^jt^^i^ETT'Sii;:^-*. ^h^i^ (31) tr#-5xm-e 

[0235] :i5u;feK/^?^#;dSN-R''^<DiUi^gi?r#5#^. T^/m^^ms-jt^i^xm^m 

[0236] [X&2] 

^k-a-^ (31) Ht^m (41) ^S^S^-fr. >fb-^i^ (51) ^#SXm-efc6o Slit^^lfeA 

o [xmA4] t i^^<^M^#-es^S:Sr=fT5:i^>&s-e#-5o 

[0237] [XSL3] 



wo 2005/053695 
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[0238] mM:^mM 



H 




[0239] mUMll 

it^i^ilm) K^t^m (2m) ^HJ^;$-fr. ^t^!^ (3m) ^#^XST'feSo M^:^ 
[0240] [X^M2] 

^fb-^J^ (3m) t^t^m (4m) ^Hf£^$-1i:. 'fb-^i^ (5m) ^#SX@-e&5o Bot;^ 

^AO [X^4] t (^#<D^#-es^&<s^^f 5ri:^s-ct5„ 

[0241] CXi^M3] 

XiSA13] ^i^#<D^#-es^£:^fTP^t;ds-e#:5„ 

[0242] mm:^mN 



wo 2005/053695 
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[0243] [XeNl] 



11n 



wo 2005/053695 
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^t^m (In) ^^TV/^^TV^^Rm^^. it^m (2n) ^#SX@T?fcSo 
[0244] [xmN2] 

So 

[0245] [X@N3] 

it-^m (3n) (;i;^^N. N' -v?x^iJ'^>W5:v^/^SrS:iiS^-^§w^{Cj;«9. it^m (4 
n)^#5X=g-e&-5o 

[0246] [X@N4] 

it^m (4n) ^^b-a-i^ (5n) ^MJ|?$*. it^m (6n) ^#^X@T*fe^o 
A(DCX^4]i:l^^<D^#-eKi^?^mwi:;6S-etSo 
[0247] [X@N5] 

it^m (6n) <DTy/V'^$rJUfclll$"^T^k'^i^ (7n) ^#5xm-t?fe^„ 

4-v^:^de^^:/, 1, 2— ✓^p«h^i/3i;J'>'. 7K^<^^IKf . 20'Cd^blOO'C-e. :^;^^!^ 
Am43J;tJ?3g3!j7^^^hy-^ASrf^ffl$-fr, >f|-'^i^ (7n) ^m^bZLtiiiX^^, 
[0248] [X@N6] 

^l^-^^J (7n) ^i^n/HbUT. 'fb'^i^ (8n) ^#-5X@T**>S„ 

(Dum^. ox:7!)^hi5ox:<Dm.mxi¥m^'^x^ it^mi8n)^m^^t7!)^x^^o 

[0249] [XigN?] 

^t^m (8n) (d'fb'^i^ (9n) >fb'^#j (lOn)^#§Xm-t?*) 



wo 2005/053695 
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[0250] [XSN8] 

[0251] mm:^mo 




[0252] [XSOl] 



wo 2005/053695 67 PCT/JP2004/014857 

[0253] [XiS02] 

it^m (2o) ^v?^^/v^^jj^yg^^a^^/V'^:^^<D#^T-esj;&$-fr. it^m (3 

[0254] [Xig03] 

C<D [X@C16] ^|^#(D^#T*SJ^;^^T5r^dST*#S„ 
[0255] [Xa04] 

)^#5XS-eib5o 

[0256] [Xm05] 

^b^j^ (5o) ^^^^-fr. ^t^m (60) ^#sxm-efes„ 

[0257] [Xig06] 

^HO [XSHl] <i:l^^(0^#-es/^:^ff 
[0258] [X@07] 

>fb^#j (7o) (c^-srf^ffl^-fr^ ^t^m (80) ^#5xm-efcSo 
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[0260] [XSPl] 

^t^m dp) ^^mi^x. ^t^m (2p) ^#^xst?feSo 

[0261] [X@P2] 

>fb'^<^ (2p) t'fb'^i^ (3p) SrS^S^-*. ^fk-^i^ (4p) ^#5XS-CfcS„ SIot^jfeA 
[xmA2] ^l^^<D^#T*Si^;^fT5ii:;6S-et-5o 

[0262] [X5SP3] 

it^m (4p) <^R^'SriUi<!i^flUT. -fk-^ife (5p) ^#5X5^-Cfe5o i^it^^jfeAO [X 
@A13] ^l^^<7>^#-CSj;£:;lrfT5r^;&5-c#S„ 

[0263] mm:^mQ 
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[0264] [XSQl] 

[0265] [X@Q2] 

^t^m (2q) (D7i<.mm^m^hVX. ^t^im (Sq) 2r#SX@-efo-5o Si3t;^lfel<^) [X 

mi2] i:l^#0^#-e^<lrfT5^^*5-e#So 
[0266] [X3SQ3] 

V/>) ^^/\^=^^y'/}^^R!t^^-^. (4q) ^#SXS-t?foSo 

:^S^L-C«. ;i<m'fb-:^hy!j7A, t->^hdfi>';&yi>A, 8-i>T1flfi/i?'n[5. 4. O]- 
7-!^>'7^-fe^^^=S:fflV^S:it;dS-etSo ^i^^LTf*. v^^J^nn^^^-, T^h^tKn^^ 

[0267] [XmQ4] 

>fb'^«l^ (4q) \Z.'rV)}^J^:^V^^yY^Rm^'^. it^m (Sq) ^#5X;g-CfeSo 

^^t\.xvx;^^/—;v^m\^^^ti)^x^^, ^)^sU^tL.x\t, ox:t^hsox:xm. 

}t^^n^:^t7!)^X^^o 
[0268] [xaQ5] 

'fb-a-ilfeJ (5q) ir'fb-g'ife (6q) <SrSl^?$-^. ^ft-a^i^ (7q) ;Sr#-5Xm-CfeSo Mat^i&A 

(Dij:nA2^tmm(D^wxRm^m:z.t7:)^x^^o 

[0269] [X@Q6] 

07] t i^^<D^#-eKis;SrfT5:i^;55-e^s„ 

[0270] [XmQ7] 

^t^m (8q) (DR'^^miJfc^L-r . -fb-^i^ (9q) ^n^HUXh^o Mit^^&AO [X 

@Ai3] ^i^^<^^#-es/^?^=rT5^^;&sx*#5o 
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[0271] [X^Q8] 

it-^m (7q) ^Tly^^TtRft^^^. it^m (lOq) ^#^XS-efc6o 

[0272] [XmQ9] 

[x@Ai3] ^l^il(D^#-esj^;;^ff 5^^/i5-e#^o 

[0273] Wim^ (I) IJ:*5V ^TZ';6S-NR --e^$tt. Z'7i^:iJjU:^:=^/l^mXh^it^mi'±. tit 
XLfi. gJC!W#fFttimmi 338595-^ (A2) lc|E«<D^&lcj;>)Migi-S^i:/55-e#;5 

o 

[0274] ^±i)^^mm i^i^i^^it^n^ (I) (Dmit:^m<Ditmmxh^i!)K ^mm\t^s^(D 

[0275] ^^BJ K^^^t^m (I) mt^m (I) (^:^*/c Wb-^i^ (I) (DT^^m^tL-Xn^bM 

[0276] ^^^mim^it^m (I) ^T#^t^sa>^r <DMi4#: (^J:^f^^fprMi4#: 

X ^^^^{^m-:5<)fe#M14^. [llfeMi*^^ 35rfrMt*#:, 

[0277] i;i;5^d^5>fb'a-#j^>U<tt^(Dl|[*^«^ti.^>07K^P«^}i. tRffl^tLTv 

?fe{;iJ:«9^^J. m^J. W&M. Wm\. ^mmm. v-n^/:/^]. hn-^ 

^J. KA^J. ^^J. ^^J. iJcW^J. BS^c^^J. ^BS^tU. ^*^J. ^:?^ia. ^<^y':fn 
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mmma'i:m'Bm\^^hti^mmM. i^^m. mnm. m^m. m^m^m^. ^ 
xuitc^m^x^^'&^mk ^Mit^j. ^mmi^m. phpm^j. mmm. 

[0278] mK-i^mamm^mmir^iai. ^mmic-^^^^^bit^m-ktut^o^mm^mi^w 
m^MmmMM. ^hidi^-^micft^ii^xf^^m. mm^k mnm. m^m. 

t'(Di&mT/\^=i—/l';i!f])±]}>'. :/ntV^^i/y=i— /K >?:/nl::V^^i/y=3— /K V/l- 

Yy^l^Y. tKndfi^:/citVVp<^/i^/H3— tKndfi/:7'ci 

if/v-fe/na— zKyif— /HfnyK^, :^^y::/'ciifWi/:J^y=i— /w.2Ky:^^i/:3i^^i^* 
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LTfi. ==T7(5. y^ryMU. ^#15:. ^^^y:bm. MM. m&.^mm\^^ibti^o 

[0280] ^mm^mm'f^m<D:^mi-±mm^fi'r. ^mi^xmmrr^^tf>^xt^o i-jfe 
t>ibmmm^hfc^mm'r^m^mntvxi'i. mms,. mm^^^a.^tWLShmi^ 

mat. m:t\tWim^m. m^mm. ::^^T/i^m. 'p^y^:^m. -^mr^v^i^/vm. m 
fiimm. i^y=a^^jft. wmm'iSEm. ))>mmm. T/u=i—/vm. msTj'v=x—;vm. 

^^^j. ^^{b^j. =3r^-Mi). mi^wmM. m^n. ^m^ii^^wM-r^^Ltii^x 

x^^mmi^m^m-r^m^. jkm^mm. mmm. mi^m. mmm^m. 

[0281] >^mm i^jb^7b^?>^[:^!m>v< n^<Dm.^fc\t^tifb(D7i(i^m^^^'t^m^. ^<r> 

w mxA-t^n. wlu. mmm. ^-f^^vn. ^^ti^yz^m. h^-^m. mAm. 
. m^m. mmm. fimmm. j^mm. m^mm. ^s^j. ^^^^m. c^-v-3>'^j?fc^ 
(Dmtvxmmtu ^^^^^t^b^x^^o ^mmi^7!)^7b^^mm<Di^-^Ati. 
(on&. ^m. m^u wm. ^^^m'm.<Dmm. m:m^<DMcWmmmm\^m:cx 

[0282] ^^mn&^(D. ^im-cDnm. mk<Dn^^ ^^(o^^^ ttn. wm\^n-r^m 

^fSLmiS:i^\^Xm\^<^fi^i)K iiS^A^bTl Pfcfct). jj^O. 03-lOOOmg, 0 
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*b<^iO. l-500mg. $e>{^0*L<}*O. 1-lOOmg^l 0 l-|gc|Hl{C:5>{tTl^-^-t- 
kg-lOOO IX s^kEX-h^o 

[0283] m 1 ^^^notl'^'i7:^l^M\^Xmk^\:.^!^ lX^1^^l.fct^(DBAEm^(D 

[0284] :*:^5gic;5>d^S>fb-a'i^f*. '0»J;tfiJ^ilTO^ig^Jlc|S^b:^^iSfe{;iJ;«9«l5tf -5^ 
[0285] [Mot^Jl] 

4- ri-(2-^^cnyl.)-6->t'^/W7-:^^y-6. 7-l ^bKP-lH-^$>yyr4. 5-d 

5- p{^/V-3. 5-i^tKci><^iJ^>/[4, 5-d]l^Vyi^>'-4-:i->l. Og. 4-i^>^/VT 
^yify^<?>'16mg. -;^^i;^--t-y'^/H. 6g. y'h^^h'^:7^>5mi<Dm^m^^ 
m.X—mmWUto ^^fC-^^v^-t-^^/waOOmgtO-rh^tKD^^:/©. 5ml^ 

'h-nmr(cdci ) 

3 

6 1.72 (s. 9H) 3.93 (s. 3H) 8.38 (s, IH) 8.54 (s, IH) 
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[0286] b) 2-^PP-5-;;t^/wi. 5-i;^t:KP>r$>$^yr4. 5^ieU^-:;?^-4-:;^>- 

OX:X*^m<Dmm^T. 5-^^/V-4-:r^y-4, 5-i^lih^ti^^yy^i4:. 5-d]t°y 
yi^>'-l-:^/^^>^ x-'f^;v=c.:^^;v\. 68g*3J:t;?^dri^:?'nn3i^>'4. I5g 
<^7"^7tK^77:^300ml^^S^^:y^l^i^--^^^^^/^i;?v^i^K8. 4ml (1. 

'H-NMR(DMSO-d6) 
6 1.45 (s, 9H) 3.72 (s, 3H) 8.33 (s. IH) 
[0287] c) 3-(2-:/^^/M-2-^P P-5-^'f-/W-3. ?.-A^\f^W^J 
>-4-;^> 

^m<^)#iaMT. 2-^nc2-5-^^/l— 1, 5-v^tKt2^^yy[4, 5-d]fyi?'v?>'- 
4-:^:/7. 72g^7"h^t:Kci:7^>'400mUC^^$-&, hy>'ni=/V'/jN>^:7.Y^/14. 22g 
*3J;tJ?2->^^^>'-l-:^— /^3. 85g^;!jp;t. 0'C^-e?^*Pb:fe„ ry v^j^/yv-Ji^V^i^- 
t->^^/H2. 55g<Dv"h7tKo:77:^100nil^?g^JglTU 3l^^«#LfCo SJ^^^S 
^^^JEE^ifilL. ai6{J:i;^^onp<i5':/50ml*3j;tJ^hy:7/V;iJ-ag^^50nil^*P;t. 15Nf 

y'^7-6.5N7K^?g200ml-C^#LfCo ;4cS^@^^^^/H00ml-Cttaib. 
8g^#fCo 

'h-nmr(cdci ) 

3 

6 1.82 (t, J= 2.3Hz, 3H) 3.87 (s, 3H) 5.32 (q, J=2.3Hz, 2H) 8.19 (s. IH) 
[0288] d) 4-[l-(2-':ff':^JU)-6-yi^Jl^7-±^y-e. 7--J}lh'ti- lU-^^^-7U. S 
-d1 b°y V-2-^/1^1 t-zf^fV^^^'TfV 

^^(^#ia^T. 3- (2-^^c=:/W) -2-^5^13 0-5-^^/^-3, 5->^tKn-f^i5^y[ 
4, 5-d]t°yy>^>'-4-:^>l. 183g, ;^^y!j7A0. 829gi:b--<7v^:/-l-;&/V'3!j? 
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>Wt t-:/^7i'ji;^f"/n. 395giJ:i-p«^/w-2-fc''i3yKv5mi^;!nJx.. iso'C'^e 

mmMmi^tio RJt^^^/^MU 7k50ml^*P;t. g^^ai^/WiOOmlT'liWbfCo ^ 
'H-NMR(CDC1 ) 

3 

6 1.52 (s, 9H) 1.83 (t, J=2.3Hz, 3H) 3.38-3.42 (m. 4H) 3.61-3.64 (m, 4H) 3.85 (s, 
3H) 5.09 (q, J=2.3Hz, 2H) 8.13 (s. IH) 
[0289] (ji!i5t^j2] 

3-7<^/^=ari^>'^V[CAS No. 1076-22-8] lOOg, N, N-i>p<^/VJj^/V3.T^ 

:tjp;t. ^M{c-ci8^ra«#Lfco SJi&^^iciooomi<^)7K^*nx.. ^M-ei^ra^^«^ 

^IS'ffc:'^#lSrll2g#fCo 
'H-NMR(DMSO-d6) 

6 1.82 (t, J=2.2Hz,3H) 3.34 (s, 3H) 5.06 (q, J=2.2Hz, 2H) 8.12 (s, IH) 11.16 (br.s, 
IH) 

[0290] b)7-(2-::^^^/V^-8-^PP-3->t^7l^3. 7— :^fcKP:/'J:x-2. 6—2^:^:^ 

7-(2-:/^=/V)-3-p<^/V-3, 7-v't:Kn7'i;^-2, 6-v?::^->112g^N, N-i^ 
^^/V^/^AT^K2200mHC^j¥Pb. N-^ai3='/Ni^^^^K75. 3gtrAPx:. ^MtJl 
T5NFF^8l*^bfCo Sf£??^lC2200mlO7k^*Px.. ^tat?l. 5^^^^^. fifetfc 

'H-NMR(DMSO-d6) 

8 1.78 (t, J=2.0Hz,3H) 3.30 (s, 3H) 5.06 (q, J=2.0Hz, 2H) 11.34 (br.s, IH) 
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[0291] c)7-(2-:/^;=:7M-2. 6. S-KU^pp-TH-T'U^^ 

7-(2-^^c:^/H-8-^nci-3-7<^/W3. 7-i^fcKP:/y V-2, 6-i^:tl^2. 52g 

(i^^:3i^7V:-^drihi^=l :3) ICITW^U mmit^m^2. 40g 

*H-NMR(CDC1 ) 

3 

6 1.82 (t, J=2.4Hz,3H) 5.21 (q, J=2.4Hz. 2H) 
[0292] d) 4-r7-(2-:/-^:=:7W)-2. 6-:^^PP-7H->>'UV-8-^yl^1h°^^i^:^-1-!;& 

l-{2--:r^::^fV)-2, 6, 8-hyi^nti-7H-:/y:/2. 4g. ^^7K^•:^^y^^^i^l. 46 
t:''^7v^>'-l-;^/P-/K>'^ \r--f=f-;V=r^^'r;\-2. 43g. T-feh— M;/V45nil<Dj!l 
'a'i^tr^m-e2NFF^20:»-^#LfCo ^^(c^^^-^hyi^AO. 73g. t'-^^i^i^-l 

'H-NMR(DMSO-d6) 

6 1.42 (s, 9H) 1.83 (t. J=2Hz, 3H) 3.48-3.55 (m, 4H) 3.57-3.63 (m, 4H) 4.89 (q, 
J=2Hz, 2H) 
[0293] [HJfi^Jl] 

r7-(2-^PP73ic:i/M-l-y^/l^-6-:^y-8-(fc:°'-^^-:^V-l-^/V)-6. l-^'J 
bKP-lH-:7^y>--2- ^y^:<l-^>-1§^^in'^yW^^7^/V V\)'7 ^V^xi^mm 
a) 2. 2-v?^^/W:/pti°:^>-B^ r7 ^^':;?yV-2. 6-v?^;^y-l. 2. 6. 7-7-h^h 
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7^:^i^/U^^>'^>'8. 66g^N, N->?p«^/V^/Vi=.T$K300ml{::^i|b. tK 

'h-nmr(cdci ) 

3 

6 1.18 (s. 9H) 5.45 (s, 2H) 6.06 (s, 2H) 7.34-7.39 (m, 5H) 7.58 (s, IH) 8.18 (s, 
IH). 

[0294] b) 2. 2-^J^'^/U-:^ti}^:^l^m \l-^^^-J)V-\-:^^]fV-1. 2. 6 

2, 2-i;^p<^/W>^i3t'':^:^^ ll-^l^-J'fV-T., 2. 6, 7-xh7tK 

n:7^y>'-3--Y/V]p<^/V:3i;:^7^yV2. 66gtrN, N-i?p<^/VJf;/V.^T^K30mU«i^^if 

m^. ^ig. ^is^g^bfco 3^?g^h/v^>'-ehy^^^->'3>^b. mmit^m2. le 

g^#:feo 

*H-NMR(CDC1 ) 

3 

6 1.18 (s, 9H) 3.41 (s, 3H) 5.49 (s, 2H) 6.11 (s, 2H) 7.26-7.39 (m, 5H) 7.57 (s, 
IH). 

[0295] c) 2. 2-i^yi^/VZfti}^yt>m 6-v^:^dpy-l. 2. 6. 7-7^N^t:K 

2, 2-i^p<^/V:7'i3t°:^V^ [7^^^i^/V-l-p^^yV-2. 6-i^:^=3ey-i, 2. 6, 7 
-xh7t:Kn7'y:/-3-^/V]p<^/V3i;^^7V2. 349g^B^^100mllC^^b. 10% 

^m^mmu mm^t^m. svis^ntco 

'h-nmr(cdci ) 

3 

8 1.19 (s, 9H) 3.48 (s, 3H) 6.17 (s, 2H) 7.83 (s. IH). 
[0296] d) 2. 2-i:^^'f 'JVZfvi}:f±>m r7-(2-^PP3^^ri/n-l -y^7V-2. 
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y-1. 2. 6. 7-7"K^t:KP7^U:x-3-^/Vl;><^/V3^>^-7^/W 

2, 2-i^p<^/V:/at'';r>'^ [l-^^/V-2, 6-v>:^^y-l, 2, 6, 
>^y:/-3-^/W]^5^>'l'j^^7^/H. 60g. 2-^nn7aic=^/^J}^a:^^l. 83g, g^^?lg(I 
1)1. 5g^N, N— :;^^^/l'jJ>/V'AT5K30inl(z:!ili!SL. }i']}i^l^3mL^m:k.. mUKX 

^m%r>V:^^/i^:iiJ9J>>i^vi'^h^7^^— Kxmm^. ^^•^>-mk=^^/\- (3:2) 
^m^^HJ:?). ^IB>fb'a'ife724mgSr#fCo 
[0297] e) 4-r7-(2-<^PP:73i^/M-3-(2. 2-v?^^yv:/Pb°:^:::^/V;^^->^^/l^)-1- 
^^/V-2. 6-i:;^:^^y-2. 3. 6. 7-7-l>vbKp-lH- ^U^-8-^/Vlb°^^-:^V-l 

2, 2-t?p«'^/v:/i3l:°;rv^ C7-(2-:J'i3n73i;::^/W)-l-;;<'5^/V— 2. 
1, 2, 6, 7— 7^h^tKn>^y^/-3-^/V]^^7l'3^;^7^/V724mg^N, N-v?^^7Vx^: 

v-i^AT-lfe^tU. -?>ag. -S^^^liiSiiL. 2, 2— :^p<^/V':7'Dt:-:^-:^^ [8-^on-7-(2 
-i^nn^3,-/W)-l-p<^/V-2, 6-v?:^=3ry-l, 2. 6, 7-7^h^tKtiy'y>--3^/V] 

7^/i'4g^m'^b> 150° ct;i*nl^b^o 3NF^i*#b. ^il-^^jjce^^^i^/v, tK 

V-g^^^n^/l^ (3 : 2) ^ffi^® J;«9. mmt^m24me^mfCo 
[0298] f) 4-r7-(2-^PP:7icri/M-i->{^7l^2. 6—:;^::j-^y-2. 3. 6. 7-7"fvfcKP- 
lH-3?^U>--8-^7Wl b°^^>?^x-l-:»/W;j^^^i& t-zf^fV^x.i^'rjV 

4-l7-{2-i!^vivi^^:=./U)-3-i2, 2->?^f^/V:/nt°:^^/V:^-^v'^^yV)-l-p< 
^/W2, 6-i;?;^^y-2, 3, 6, 7-7"hytKn-lH-:/y>'-8->r/l-]t''^7>^:/-l- 
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mmvfc^ m^^=^—y'MzmMu smu ^ia>fb-a-i^450mg^#fc„ 

*H-NMR(DMSO-d*) 

5 1.35 (s, 9H) 3.04 (s, 3H) 3.06-3.12 (m, 4H) 3.17-3.22 (m, 4H) 7.48 (dt, J=1.6, 
7.6Hz, IH) 7.53 (dt, J=2.0, 7.6Hz, IH) 7.63 (dd. J=2.0, 8.0Hz, IH) 7.65 (dd, J=1.6, 
8.0Hz, IH). 

[0299] g) 4-r2-^PP-7-(2-^PP:73i=i/M-l-^^7W6-:^dpy-6. T-i^^hKP-lH 

4-r2. 6— :^>^pn-7-(2-^pp: 73.r^/W)-7H-7'U>--8-^/Vlb°^vv?>--l-:^ 
yvd^v^ t-:/-f-/Vji >»:7^7W(g-2) 

4-[7-(2-t^nn:7ai— /v)-l-p«^/W2, 6--J:t^y-2, 3, 6, 7-7^h7tKn-l 
H-yy :^-8— r/v] fc'^^v?:^-!-:^//^^:^^ t-::^^/V3:;^7^>'V78mg€r:^e/'it 
'fby^Smll^i^^^L. 120" C(^TJ^^«#bfCo a^tr-T^h^tK 

U ^^^Tk^-f-hyi^AlOOmg. TkO. 5ml<D«|«?^c|3i-}^t\ ^?aiil-C3l^^«#b 

®IU ^=¥i^>^-g^^:3l^/^(3:2)^m^®J:t).4-C2. 6-i;'i5^i3a-7-(2-i5^nn 
:7^^/W) -7H-^y V-8— T/W] f t-:/^/V3i>^7"/H6m 
g^Sr, -^=¥i^:/-f^^:3l^/Kl:9)^m:»•]iiJ:^9. 4-[2-i}'tin-7-(2-^tin:73i= 
/W)-l-p<^/V'-6-:^^y-6, 7-v'l::Kc2-lH-:/yv-8— r/l']t°^^v?:x-l-;<;/k 

[0300] h) r7-(2-^PP:7^ri/v)-i-^^/v-6-;^:»y-8-(t:°^^-:;?^-i->f/M-6. 7 

4-[2-i^nc-7- (2-^5^013:7 ji^/W) -l-^^/V-6-;^=3py-6, 7->'l:Kn-lH- 
3^^/Vai;^7^/H0mg^N-^f^/H^C2yK:^0. 2ml{J:^^b. Tk^-fk-f-hyi^AlOmg 
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-6. 7-v^tKn-iH-:/i;^-8-^/v]t:°^^v?v-i-;i5;/W7}^V^ t-:/^/^j^;^x 

w)^ffiv^fco )i-T*sMb. mmt^m2. iimg^#fco 

MS m/e (ESI) 447(MH*-CF COOH) 

3 

[0301] mmm^'\ 

2-[7-(2-':f^::^/U)-l-:^^/U-6-yir^y-8-(\^^=7i:^>-l-^/}^)-6. 

a) 2. 2-i^y^/V^Pll °^^Bt r7-(2-^^;=i/l^)-l-y-f-yV-2. 6-i:;?:^^y-1 . 2 

2, 2-t?p{^/V^nl^:ti<^^ [l-p{^/^-2. Q--Jiir^y-\, 2, 6, 7-7^h7tKo 
y'y^-3-^/V]y^/^3i:;<.^/H. 871g^N, N-v?y^/V7}^/VAT5:K30mlt;i^^ 

;^^;^7ye7Ai. 5g. 2-:/^=/v:/n-x'^Ko. 7mi^;trax.. ^ia{cT*l-^M#b 

izxmmu ^^•^>'-mm=r.^/v{3:2mm^mxv). mmit^m. i2g^#fco 

[0302] b) 7-(2-^'^^/t^)-1-?<-^/W-3. 7-v?bKp-7'U^-2. 6—^:^:^ 

2, 2— [7-(2-y^^/^)-l-y^/W-2, 6-i;^;*-=¥y-l, 2 
, 6, 7-■7^h7tKc2>^yv-3-^/^]^^/^3l^7^/^Srffiv^-C.ll^fe^Jlf)^Pil^^:«!. 

*H-NMR(CDC1 ) 

3 

6 1.91 (t, J=2.4Hz, 3H) 3.39 (s, 3H) 5.10 (s. 2H) 7.93 (s, IH) 10.62 (s. IH). 
[0303] c) 4-^7-(2-Zf^:^/V)-l-:^^/V-2. 6->?:^^y-2. 3. 6. 7-v^}>vI:Kp-1H 

7-(2-y^c:^/V-)-l-^^/V-3, 7-v^tKtryy>'-2. 6-^:^^^^fflV^T. HJS^J 



wo 2005/053695 



82 



PCT/JP2004/014857 



*H-NMR(CDC1 ) 

3 

6 1.48 (s, 9H) 1.83 (t. J=2.4Hz, 3H) 3.37 (s. 3H) 3.37-3.39 (m, 4H) 3.58-3.60 (m. 
4H) 4.87 (s, 2H) 9.68 (s, IH). 
[0304] d) 2-[7-(2-Zf^:=^jV)-l-:^'^jV-6-:^^y-S-(\^^'7i^:^-l-^M-e. 7- 

4-[.7-{2-':f^=^;V)-l-y^^/V-2, Q-^J:t^y-2, 3, 6, 7-7^h7tKn-lH- 

;^ye7isiomg^*D^. 50" cizxm^mwvf^io Rft^mimm^^/i^^iiax.. tk. 
tco j^m^mn^mmmi^^ti'^hi^'^z7^—(T-^h=^hv/i^7i<:^^mmio. i%hv 

MS m/e (ESI) 451(MH'-CF COOH) 

3 

[0305] [|lig^j9] 

KP-lH--ru>-2-^ /k:^:ariy1::>^Pt;°:^^^^3^^/V3ij^^/v 
llit^j4d){^*5V ^-C. 2->^n^^^::^/V@^^^/l^3i;;^^/KDft:b'9 (C2->''n^:/ 

NH-DM2035) ?rffl V ^TiJ^n-^b^j^^^^— MS^b. B^^3i^/w-;/^y ^-^^ ( 
20: D^W^WitJMIB^k'^i^^^fCo 
MS m/e (ESI) 404(MH') 
[0306] [Hifi^Jll] 

7-(2-3^^=/V)-2->tK^P'>-l-;»<^/W8-(t^^^'^:^-l->ryM-l. 7— ^:^t;KP 

a) 4-r7-(2->^'^^7M-2-^PP-l-^^/V-6-:^dry-6. 7-v?t:KP-lH-^U 
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4-[7-(2->^^::^/V)-l-^^/k-2, 6-i^;^-=^y-2, 3. 6, 7-7^h7fcKn-lH- 

:7^:/50mU;i^j!i?bfCo ^(7)ti<D^-^®?i^-t-:/^/V7g. T^h^fcKn^^VSOml, 
^^;!K^-:^hy^7A100g, ;^200ml<^ll^|^>tilCi^#\ ^MfCTl^P^^^UfCo 

. --=3rf->'-g^^:3i^/P(l: l)^t±i^®J;«9. 4-C7-(2-:/^=yV)-2, 6->?i^cn3 

-7H-7'y:/-8— i'/i-]fc°^7v^:^-i-:!5;/vjJ^V^ t-:;^^/W3^;^7"yn. 348g[' 

H-NMR(CDa ) 6 1.50 (s, 9H) 1.87 (t, J=2.4Hz, 3H) 3.64 (m, 8H) 4.81 (q, 
J=2.4Hz, 2H)]<Sr. --^1^:/-e^^al^/Kl:9)^tti:9•HJ;»9. 4-[7-(2->^^::^/V') 
-2-i?cia-l-p<^7V-6-:^dry-6, 7-v^tKn-lH-:7'y t'-^^ v^i^-l 
-;&/^jJ^V^ t-y^^/V'^J^^^/^C'H-NMRCCDCl) 6 1.49 (s. 9H) 1.83 (t, J=2.4Hz, 

3 

3H) 3.42-3.44 (m. 4H) 3.59-3.62 (m, 4H) 3.73 (s. 3H) 4.93 (q, J=2.4Hz, 2H)] 1. 2 
38g#fCo 

[0307] b) 7-(2-:/'f -::^/V)-2-^K:^iy-r-^'f-yW-8-(h°^^>?:x-l-^/M-l. 

4-[7-(2-:^^::i/V)-2-^nD-i-p«^/V- 6-:^!^y-6, 7— ^tKn-lH-T^y^^ 
-8-^/l']lf^7i^i^-l-;!&/^Jj?:^^ t-::/^/V3i;;^7"/V8ing'Sr^i5'y— /PO. 2mlJC 

+B(o. \%Y')yfv^xmm^^'i^m\i^fLo^\cxmm^.mm^-^m\. 72mg^# 

/Co 

MS m/e (ESI) 317(MH*-CF COOH) 

3 

[0308] [|li6^J13] 
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r 7- (2-:/^:=i/P) -l-^^yW-6-:^#y-8- -6. 7-i^l:K 

4-[7- (2-y^:^/l^) -2-i^ncr-l-^^/l/-6-:^=ary-6, 7-v?tKo-lH-:/y 

{j:2-tKndpe/g^^3i^/W3i;:^.7"/VSr^V ^THifS^J 11^ l^^l^^SU. [7- (2->^ 
^:=:/V)-l-^^/W6-;a-^y-8-(t°-<7i^i^-l-^/l')-6, 7-i;^fcKci-lH-:/y 

6-:^^y-8- T/V') -6. 7-i;'tKn-iH-:/y >'-2->r/v 

:^=^^^]g^^ hy^^/V^rng^^JgCMS m/e (ESI) 361(MH*-CF COOH)]^#fCo [7- 

3 

(2->^^c:^/V) -l-^^/l^-;^^y-8- -6, 7-v?tKl3-lH 

-:/y>'-2--Y/v;^-^>']g^^3^^/V'^;;^7"/v Y'^)y f^^x^^WMt. NH-i/!J;&y 
/l^^ffi V NT^o-^hj/^^^— i^^ni^/v-p<i5?y— /V (20 : 1) ^mr^-PfJiO [7 
- (2-:/^=/V) -l-p<^/l^6-:^df y-8- (If T/V) -6, 7-i;?fcKn-l 
H-::/y>'-2-^/W:^=3ri/]g^^3i^/Va^;:^7^/V['H-NMR(CDCl ) 6 1.29 (t, 

3 

J=7.2Hz, 3H) 1.83 (t, J=2.4Hz, 3H) 3.02-3.06 (m, 4H) 3.38-3.41 (m, 4H) 3.55 (s, 
3H) 4.22 (q, J=7.2Hz, 2H) 4.90 (q, J=2.4Hz, 2H) 5.03 (s, 2H);MS m/e (ESI) 
389(MH')]Sr#fCo 
[0309] [HJg^jie] 

l-r7-(2->^'^c:^^V)-l-^^/V-6-:^=¥y-8-(t:°^^':^>--l-^yV)-6. 7-':;^ii 
KP-iH-^U^-2->r/V^:^^->>>>^P7'px^>:t;/W7 i^V^ji^/I^3z>^^7V 

^T. 2-tKn^v'B*^:3^^/V3i;^7^/VOft:t>»9lCl-fcKn^E^v^->i5' 

MMb. g^^:n5^yw-p<i5'y~/v (20 : 1) ^^^w^'oMmsL'^m^mu 

1H-NMR(CDC1 ) 

3 
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8 1.19 (t, J=7.2Hz. 3H) 1.39-1.42 (m. 2H) 1.67-1.71 (m. 2H) 1.83 (t, J=2.4Hz. 
3H) 3.02-3.05 (m, 4H) 3.37-3.40 (m. 4H) 3.49 (s, 3H) 4.14 (q, J=7.2Hz, 2H) 4.90 
(q, J=2.4Hz, 2H) 
MS m/e (ESI) 415(MH*) 

[0310] Lmmm82} 

4-[7- (2->^^:=i/V) -2-^t2ti-l-7{^y^-6-:;^-d^y-6, 7-i>\lY'ci-\Y{r--:fT^ 

. 2mllv:^^U v'TWk■:^^y•>i^lOmg^;!)P;t, SO'CfilTlNFKa^bfcio ^1^:?^ 
l;i7Ktr;!jP;t. mm.^^)V\cX^mJ-z^ ^mm^WLWX.. 4-[7-(2-:/^^/v)-2- 
->Ty-l-p<^/^-6-;r^y-6, 7-v?tKi3-lH-^iJi^-8-H'/^] ^^7^J^^^-\--^ 

. l%^y:7/^;<^-ag^^;ft-)^ffiV^fCo)^C-C)^Mb.^lE>^b-^i^4. 12mg^#rCo 
MS m/e (ESI) 312(MH*-CF COOH) 

3 

[0311] [|IJ6«aj95] 

7-(2-^'^r^/l^)-2-^PP-8-(t;° ^^S^>--l-^/M-l. 7-i^t:KP:/U>-6-:^ 

a)4-r7-(2-^^ri/V)-2-^nP-6 -:^dpy-6. 7— :^t:KP-lH-7'UV-8->i-yVl 

4-[7-(2->^^:^/V)-2, 6-i^^tiu-7U-Zf])y'-8-'^/]^lll^^^i^ly-l-A/U:^ 
l^m. t-y^^/Va^^T^Ul. Og. t^^-^hy!j7A580mg. v'p^^^/VJ^/VJj^^i^KlOml 

fco ^^^50-70%g^^:3i^/W//-xdf-if:/-eiyy;t;yyV;5;^Ai^n-vhi^^7^— 
*5^/^V \ g^^3^^/^-^=¥i^>'-C^^'^bbT:^lE>^b'a'^^800mg^#fCo 

'h-nmr(cdci ) 

3 
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6 1.49 (s, 9H) 1.83 (t, J=2Hz. 3H) 3.44 (br.s, 4H) 3.56-3.63 (m, 4H) 4.94 (q, 

J=2Hz, 2H) 

[0312] b) 7-C2-:/^^/V)-2-^PP-8-(t:°^^v?^^-l-^yl>^)-l. 7-v?t:KP:7'U>^-6- 
4-[7- (2-y'^=^/l') -2-^vivi-6-:t^y-6, 7-v^fcKn-lH-:7'y ^--S-^f /V] 

MS m/e (ESI) 307(MH*-CF COOH) 

3 

[0313] mmm96'] 

2-r7-(2-:/^r^/v-)-2-::^^^/v^T$7-6-:^d^y-8-(ti°^v-:^^^-i-^/p)-6 

a)4-r 7-(2-^^r:i/V)-2^PP -1-(2— >Ty^^^i;?/M-6-:^dry-6. 7-i^t; 

4-[7- (2-:^^^— /V) -2-i?nP-6-;^-dE^y-6, 7-v?l::Kn-lH-^y l^-B-^/V] 
t:'^7i^:^-l-;&/V2H:^^ t-:;^^/V3i;;;7^/H00mg, 2-i/Ty'<>'^;?/V'^p-^-rK 
60mg. M7k^^y!j7A68mg. N, N-v^^^/W;tx/VAT^Klml<DiS-^i^^^ia-e 

*H-NMR(CDC1 ) 

3 

5 1.49 (s, 9H) 1.83 (t, J=2Hz, 3H) 3.43-3.49 (m, 4H) 3.58-3.64 (m, 4H) 4.95 (q, 
J=2Hz, 2H) 5.72 (s, 2H) 7.06 (d, J=8Hz. IH) 7.39 (t, J=8Hz, IH) 7.51 (t, J=8Hz, 
IH) 7.71 (d, J=8Hz, IH) 
[0314] b) 4- r 7- ( 2->^^^/V) -1- (2--^T y^l^V'/V) -2-i;^pt^/VTi/-6-±^y-e. 
7-v>bKP-lH-:/U ^-8-^/v1 t:°^v-:;?:^-l-:&/i^7KVill t-:f^/ua^^'r/]^ 
4-[7- {2-:/^=-M -2-^PO-l- (2— >Ty^i^>?/V) -6-:^y-6, 7-v?tK 
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'h-nmr(cdci ) 

3 

8 1.50 (s, 9H) 1.81 (t, J=2Hz, 3H) 2.73 (s, 6H) 3.38-3.45 (m, 4H) 3.56-3.64 (m, 
4H) 4.91, (q, J=2Hz, 2H) 5.55 (s, 2H) 7.07 (d. J=8Hz. IH) 7.32 (t. J=8Hz, IH) 7.46, 
(t, J=8Hz, IH) 7.65 (d, J=8Hz. IH) 

[0315] c) 2-r 7- ( 2-^'-^c:^/V) -2-v ?y^/VT$ /-6-:^^y-8- ( h'^^-:;?>--l-^/W) -6 

. 7-i^fcKp:/u:x-i-^/i.^^/H^vy::^KU/i. mmm 

4-[7-(2-:/^— /V) -1- (2-VTy^>'i^/W) -2-i^;<'^/^^T^y-6-:t^y-6, 
7-v^th*a-lH-:/y>'-8--r/V]lf^7-:^>'-l-;!&/V3!j^>'^ t-:/^/Vac;:^7"/V6. 5 

msKhV7ju:tv2mmo. 5mi^;tjnx.-c^^b. mu.x2o^ikmL-tio Rft^^^^mm 

*H-NMR(DMSO-d6) 

6 1.76 (s, 3H) 2.69 (s, 6H) 3.28 (br.s, 4H) 3.51 (br.s, 4H) 4.91 (s. 2H) 5.40 (s, 2H) 
7.04 (d. J=8Hz, IH) 7.43 (t, J=8Hz, IH) 7.60 (t, J=8Hz, IH) 7.83 (d, J=8Hz, IH) 
8.90 (br.s, 2H) 

[0316] \Mmmiis\ 

a) 2-^P^3-(2-^^^/V)-5-'>Ty-3H-^$<y'-y— /V-4->&/Wd^>-B& 3^ 

2--:fvi^\¥L-^^^:/—;V-A.. 5-^^17 ;V^=-V'^)/VlC as No 50847-09-1] 
16. SOe<D:^^ /—/VnOnA^m^^fkA. 56ml^*P;t, 48^r^*Pl^jl^SLfc„ 
SPUfc^. g^^3^^/l'500nil*3j;t;«7K200ml^*Dx.. WaStrtlTKfiS^-^^^v^!^ 
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fCo g^^^^/^500inl^;!JD;t. ;i^300ml-t?3|lli5fe?^b. M.i\l'i-V]}^J>>(Dm^:^MW. 

'h-nmr(cdci ) 

3 

6 1.43 (t, J=7.2Hz, 3H) 1.81 (s, 3H) 4.47 (q, J=7.2Hz, 2H) 5.16 (s, 2H) 
[0317] b) 4-ri-(2->^'^^/M-4-'>T7-5-3^KdriX:&7V;Kc=:yl^lH-^$^:/-/V-2 

2->^n^3- (2->^^:=/V') -5-VT/-3H--f ^iJ^y'— /V— 4-;{77l':^^V®? 

i^n-^hi/^:7^-{;i-CffijilU -^=3ei^^-@^^ai^/K2: i)^m^SJ:«9. ^sE^h-^ 
i^4. 47g^#fCo 

'h-nmr(cdci ) 

3 

5 1.43 (t, J=7.2Hz, 3H) 1.47 (s, 9H) 1.82 (t, J=2.3Hz, 3H) 3.08-3.13 (m, 4H) 
3.57-3.61 (m, 4H) 4.44 (q, J=7.2Hz. 2H) 4.89 (q, J=2.3Hz, 2H) 
[0318] c) 4-ri-(2-^'^^/l^)-5 -cnK^v-:(;yV;K^i/W4-'^:^:^/W^^^/W1 H-^$ 

4-[l-(2-:^^— /V')-4-i/Ty-5-3^h^->;!?;/VjK:=.yv^lH->r5^y'— 

Oml*5 J;t^7K50ml^;tlPX.. ^7fc50ml^l&>^k•:^^y »^A(^^&^;!K^^^50ml-e 

^/V':fy^J>,^u-7h^9^^— Kxmmi.. ^^i^:^-f^^3l^/^ (3:2) ^m^^WiO 
'h-nmr(cdci ) 

3 
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5 1.43 (t, J=7.2Hz, 3H) 1.48 (s. 9H) 1.82 (t, J=2.3Hz, 3H) 3.12-3.16 (m, 4H) 
3.54-3.59 (m, 4H) 4.44 (q, J=7.2Hz, 2H) 4.89 (q. J=2.3Hz, 2H) 7.41 (br.s, IH) 8.88 
(br.s, IH) 

[0319] d) 4-ri-(2-^-9^::^yk)-5 -3ihdi^->:^/Wd^:^7W-4-^^/VJ^7V^-rc:i/W:fryV';K:>^ 
;v 

4-[ 1- iZ-Zf^^^V) -^-:x.Y^-y:f3;V:^=:-jV-A-'f-:^:^/V/<'^y(;V-lH-^^y 
^i^20ml^^^lC7"h77/l';^i3f55^hyp<^/W:r=^y=!>^0. 235=S:;!JP;1, ^?a-C18 

?5feitb. wmm.'^^^^^^j>r^mm^. mmm\^. mm^c^mo. 55g^#fc« 

*H-NMR(CDC1 ) 

3 

6 1.41 (t, J=7.2Hz, 3H) 1.47 (s, 9H) 1.81 (t, J=2.3Hz, 3H) 2.39 (s. 3H) 3.12-3.16 

(m, 4H) 3.56-3.59 (m, 4H) 4.42 (q, J=7.2Hz, 2H) 4.80 (q, J=2.3Hz, 2H) 
[0320] e) 4-n - ( 2 ->^^ri/I^) -5-3iKdr->:^/W^'c:iyV-4-^'^/l^>^/W7-rc^/V:^/V/K:=: 

/wiH-w-$>y-y-/w2-^/vifc:'^^ i;^v-i-:&/i^^:^g& t-^'^/i^mj^T^/v 
4-[i- (2-::^^— /V) -s-^ih^i/:;^/^/}?— /i^4-^^/^x/i':7r=-/V';&/V3i? 

. 55g<Ocni5^/— /W30ml^?^{^2Nit^7K^^^5ml^;!jPX.. 5NFF^60t:-^;()Bf^UfCo 

S^S^^^^^*lSUfcm.B^^^^/^25ml*3j;tj?lN;4c^>^b•:^^y^7A;^<^^;!JP 

/WT^^/O. l0inl*5j;tI«~;^^v^-t-:/^/W0. 256gfSrAn;t. ^Mt?15^ra«#L 
fco g^^:3^^/V25mliSr;!in;t. 0. INlSmiOml, im^'^k'rY^)^? J>.(Oma-^m^\Q 
mli:j^>ft:-^hy'^7A(Dia?P7K^?^10mlT?IlII^^^^L. M^K^iitE^-^i^^i^'i^i^T'^^t 



wo 2005/053695 



90 



PCT/JP2004/014857 



*H-NMR(CDC1 ) 

3 

5 1.43 (t, J=7.1Hz, 3H) 1.48 (s, 9H) 1.81 (t, J=2.3Hz, 3H) 2.40 (s, 3H) 3.16-3.20 
(m, 4H) 3.55-3.59 (m. 4H) 4.35 (q, J=7.1Hz. 2H) 4.80 (q, J=2.3Hz. 2H) 

[0321] f) 4-ri-(2-^^^/M-5-3^K^->:&yV/KriyV-4-liKPdr->y^/V-1H->i-$>$^ 

0'Ct?4-[ 1- (2-:/^=/v) -^-=^V^i/ti}Vi}^==-;v-A.-^^)v:^?vyr='f^t>)V 
0. 5Nil;^50ml^;t)Px.. W^®^;!K50nili:4g>fb-^hye7A(DtafP7K^?^50nil-e|l|g 

o 

'h-nmr(cdci ) 

3 

6 1.42 (t, J=7.1Hz, 3H) 1.48 (s, 9H) 1.81 (t, J=2.3Hz, 3H) 3.17-3.21 (m, 4H) 3.41 
(t, J=4.8Hz, IH) 3.56-3.60 (m, 4H) 4.36 (q, J=7.1Hz, 2H) 4.75 (d, J=4.8Hz, 2H) 
4.81 (q, J=2.3Hz, 2H) 

[0322] g) 4-ri-(2 ->^^::i>rM-5-3^fdriX:^yW7K::^/V-4-7!K/V$/V-lH-^$<y:/-yl^ 

4-[l- (2-:/^^/V) -^-::^V^l/^;Vi!^=^;V-A-\lYxi^-y:^=^;V-Yil-yi^^-/ 
— /w-2--i'/v]t:*--^7v^:x-l-;*/^7j^V^ t-:/^/^ct;^7^/V0. 0Q\^(i>^J'!7m;^^ 
:^2ml^lC-^>fli-^>':^>'0. 120gSr*D;t. ^m-ei5^ra«#b/Co H^S^^-fe 

'h-nmr(cdci ) 

3 

6 1.42 (t, J=7.1Hz, 3H) 1.48 (s, 9H) 1.82 (t, J=2.3Hz, 3H) 3.23-3.26 (m. 4H) 
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3.55-3.59 (m. 4H) 4.45 (q. J=7.1Hz, 2H) 4.89 (q, J=2.3Hz, 2H) 10.36 (s, IH) 
[0323] h) 4-ri-(2-:/^^/V)-6-^^/V-7-:^:^y-6. 7-v^bKn-lH-^$<?^yr4. 5 
-d1 t:''U<y'v^>--2-^7Pl b°^^i:^>^-l-:fr/l^d^VB# t-^'^^yVai^^^/P 
4-[ 1- (2-::^^— /V) -5-3^h'^^/':^^/VJj?— /W4-Jj^/W^V-lH-^^y 2 

*H-NMR(CDC1 ) 

3 

6 1.52 (s, 9H) 1.83 (t, J=2.3Hz. 3H) 3.38-3.42 (m, 4H) 3.61-3.64 (m, 4H) 3.85 (s. 
3H) 5.09 (q, J=2.3Hz, 2H) 8.13 (s, IH) 
MS m/e (ESI) 387.4(MH*) 

[0324] 0 3-(2-^^ri/v)-R-^'?^/w2-(b°^^-:;?v-i-^/M-.q. .s -^iiKp^$>y-yr4 

4- [l-(2-y^^^/P)-6-p<^/W-7-:^d^y-6, 7-i^fcKn-lH--r^i5^>^[4, 5-d 

0. i%v)}'7jv:tnmm^^)^m\^fz^)\z.xmm\^.W:m\:.-^mo. 0295g^#fc 

o 

'h-nmr(cd od) 

3 

6 1.83 (t, J=2.3Hz, 3H) 3.45-3.49 (m, 4H) 3.65-3.69 (m, 4H) 3.83 (s, 3H) 5.15 (q, 
J=2.3Hz, 2H) 8.20 (s, IH) 
MS m/e (ESI) 287.09(MH*-CF COOH) 

3 

[0325] \MMmi\Q'\ 

5- ^>-v?/V:^^->^^/W3- ( 2-^^^;V) -2- (\i'^'yZ^:y-l-y(;V^ -3. S-^JM 
KP-^£^yr4. 5-d1t;°U>y-S^>--4-:^^ KU7/I.:^ai!feB&£^ 
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5-^^^v'/V:^=3ri/^^/W^i/>^[4, 5-d]t°yi5''v^:x-4-:^>[CAS No 82137 
—50—6] (R. Paul Gagnier, Michael J. Halat and Brian A. Otter Jou 
mal of Heterocyclic Chemistry, 21, p481, 1984; T/^^-'^—ZX^'fJ^^ 

-fyyiT^^-^'-^y^^ i^^^-^-^V-itzf*^ 
'rn^^^^hy^'^^:^^^)—^ 21.481H. 1984 )3. 04g(Dv'i5^ciC2^iJ^:/50ml^ 
WL\Z.V^)^'J-)VT^^2. 08g, N, N-v^;^^/WP^/W7r^-^'/^^D7^K2. 
-i;^;?«^/VT^yt^y v?>'0. 22g^;!lPx.. AnWimC^mXJt^ B^^3i^/l.250ml^;(lD 
lN*i^7tC^?K50ml. ;^^7!Km^hyi>A(Z)tS?P;!K^50nil^li>fli^hy!>J^(?5 
IMfP7K^?^50mlTilfi^i5fe?^b. tE7K?ii?E^'7i^^^>!^AT'^j!tb. J^ff^i^Ufco a 

*H-NMR(CDC1 ) 

3 

6 2.98 (s. 6H) 4.77 (s, 2H) 5.74 (s, 2H) 7.30-7.39 (m, 5H) 8.21 (s, IH) 8.46 (s, 
IH) 

[0326] b) 5-^Vi;?/P:^^->y^/V- 2-^PP-4-:^^y-4. B-^JUh^u^^^i/U. 5-d1 

>^[4, 5-d]lfyiJ^i;^^^-l-><>/V2}N:/^v?p<^/WT^K3. 34g<D7"h7tKn7^:^150 
ml^(Cn->^^/vy^!>A5. 3ml (2. 0^/V-y^ti^^-^>mm^:l3a:^. 

•7^—\ZX.mm^. --^i^V-gt^:3^^>'K2:3)^tti5>®J;<9. m^^t^m. 31g^ 

'h-nmr(cdci ) 

3 

8 3.12 (s, 6H) 4.77 (s, 2H) 5.70 (s, 2H) 7.30-7.39 (m, 5H) 8.48 (s, IH) 
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[0327] c) 4-(6-^lyZ;^/U:^^^^yt'f^/V-7-:^^y-6. 7— :^l:KD-lH-^$>ryr4. 5-d1 

'h-nmr(cdci ) 

3 

5 3.54-3.58 (m, 4H) 3.71-3.75 (m, 4H) 4.68 (s, 2H) 5.65 (s, 2H) 7.25-7.35 (m, 
5H) 8.21 (s, IH) 12.58 (br.s, IH) 
[0328] d) 4-r6-^Vv?/k:^dFi^y^/v-i-(2-^-?^ z:yM-7-:^dpy-6. 7-i;?t:KP-l 

4-(6— <^^v'7U:^=3rv'^^/V— 7-:^-^y-6, 7-v^tKn-lH— r5yi/[4, 5-d]t° 
y^v?>'-2-^/l')t;°^7i^>'-l-:^/V:iJ^V^ t-:/^/W3^;5^7"/V0. 216g<DN, N- 
>^p<^/V:tc/VAT^K20ml^lJ:^^y!>A0. 74g*5j;TJ«2-::^^::^/V:/aWK0 
. 078gSrAD^fCo 16NFra^?at?«#bfc^. i^^3i^/l.50ml<Sr*P;t. ^^^^tK 

20mi-eH[iij5fe^^b. mt-rhv^j^(Dmu7i<.m^ioini'cm^u MTic^mm-^i^^ 

*H-NMR(CDC1 ) 

3 

8 1.50 (s, 9H) 1.86 (t, J=2.3Hz, 3H) 3.38-3.44 (m, 4H) 3.61-3.66 (m, 4H) 4.72 (s. 
2H) 5.10 (q, J=2.3Hz, 2H) 5.65 (s, 2H) 7.25-7.38 (m, 5H) 8.18 (s, IH) 
[0329] e) 5^^^e;?/W :^:»->><^yl^3-(2->^^ci7 M-2-(fc°^7i;^:^-l->r7M-3. 5- 

v?tiKP^$>y-yr4. 5-ditfu>yi^v-4-:^>- hyy^>:^ummm 

4-[6-^:^v?/l':^=¥v^^^/^-l-(2-:/^ -7-yt^y-6, 7-v>tKa-lH- 
[4. 5-d] \l'])^i^>-2-^/^^:\ \i°-<^Z^>-l-:fy/u:^i^m x.-zf^jiva^:^^^;^ 
O. 0073g^^lfe«»)ll5i)i:l^^lJ:^aU*t»lL-C. ^^IS^fk-^W. 0043g;Sr#^c 
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o 

'h-nmr(cd od) 

3 

8 1.83 (t. J=2.3Hz, 2H) 3.45-3.49 (m. 4H) 3.65-3.69 (m, 4H) 4.69 (s. 2H) 5.15 (q, 
J=2.3Hz, 2H) 5.64 (s, 2H) 7.17-7.32 (m, 5H) 8.20 (s, IH) 
MS m/e (ESI) 393.28(MH*-CF COOH) 

3 

C0330] [Hife^ajii?] 

-i^tKn-lH-Y^r:/[4, ^-d\\f])^i>l^-2-47V'\}i'^=7V^ly-l-ti;V:^^l^m t- 
. 9ml (1. 0^/V^^^nap«^V^?^)Sr*Px.fci„-78'C-e5^raSlj«^bfc^,i;^:5't2n^ 

^>-:^9y—;v<oi : im^mmiomi^m^. -78x:-^-^iz.2mmmwvfc^. mm. 
mm^mmMmmmi^^^'^hi^7^>(- (.T±h=-hv/>-7i<i^^Win (o. i%hvy^ 

'h-nmr(cd od) 

3 

6 1.83 (t. J=2.3Hz, 3H) 3.45-3.49 (m. 4H) 3.65-3.69 (m, 4H) 5.16 (q. J=2.3Hz, 
2H) 8.21 (s, IH) 

MS m/e (ESI) 273.16 (MH*-CF COOH) 

3 

[0331] [^ife^JllS] 

2-r 7- -■L-^^^l,-e-:^^y-S- (h'^^i^V-l-H^/U) -6. 7-i^}i 

a) 4-[7-(2-zf'9^=^jV) -2-(2—iJ;V^<^y(7V^z^J^'-y) -l-^^/W-6-:j-dry-6 
. 7-v^t:KP-lH--7'U>-8-^/Vlt:°^vi^>-l-;&yl^7KvB^ t->^^/V3i^^/V 
4-[7- (2-^^^/P) -2-^ni3-l-^^/V-6-:^:ary-6. 7-v?tKt3-iH-y'y 
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IE>fb'^#J<£:221mg (89%) 
'H-NMR(DMSO-d6) 

8 1.43 (s, 9H) 1.79 (t, J=2.5Hz, 3H) 3.23-3.27 (m, 4H) 3.36 (s, 3H) 3.48-3.52 (m, 
4H) 4.95 (q, 2.5Hz, 2H) 6.59 (td, J=8.0. l.OHz, IH) 6.63 (dd, J=8.0, l.OHz, IH) 
7.14 (ddd, J=8.0, 7.5, 2.0Hz, IH) 7.80 (dd, J=7.5, 2.0Hz, IH) 
MS m/e (ESI) 522(MH*) 
[0332] b) 2-r7-(2--^'^^/V-)-l-^-^/V-6-;^:3py-8-(t:°^^v?>-l-^yV)-6. 

4-[7- (2-Zf^=^M -2- (2-;«;/W^^^/V73iydri^) -l-p<^/V-6-:^=3E^y-6, 
7-i;?fcKn-iH-:/yi^-8-^/w]tr^7v?:/-l-;57/V'3!Kv^ t-zf^jV3^::^'r/U2lO 

mw^. Rmm\^^m:ff::^^^^Hifxmm\^tco nhnfcmm^^^/-/^. mm 

^^/^■t?i5fer^L-C> :^IB>fb'^i^^l77mg(96%)#:^ 
'H-NMR(DMSO-d6) 

6 1.82 (t, J=2.3Hz, 3H) 3.28-3.32 (m, 4H) 3.48 (s, 3H) 3.54-3.58 (m, 4H) 5.04 (q, 
2.3Hz, 2H) 6.96 (br.t, J=7.0Hz, IH) 6.99 (br.d, J=8.0Hz, IH) 7.46 (ddd, J=8.0, 7.0, 
1.5Hz, IH) 7.93 (br.d, J=8.0Hz, IH) 
MS m/e (ESI) 422(MH*-HCD 
[0333] [|lig0l|119] 

3-(2-^-5^^yM-5-^-^/V-2-(b°^vv^:^-1->C/V)-3. 5-v?bKp^$>yyr4. 

a) s-y^/v^i-m^/wi. 5-::;?bKp^s>$^-yr4. s- d1tfU>5^i:^v-4-;^v 

76756-58-6] (Shih-Fong Chen and Raymond P. Panzica Joiamal 
of Organic Chemistry 46^ p2467^ 1981; l^— 
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^i^K-f — ^J^—'r/V':^-:f':t-'1f::=-^y^-^^:^V^J 46. 2467K. 
1981)78. S^^^J^uxi^^:y2. 5l\zmMt^. hy^^/VT5>^78. S^lm^t^ 

'h-nmr(cdci ) 

3 

8 3.79 (s, 3H) 6.92 (s, IH) 7.07-7.13 (m, 6H) 7.32-7.40 (m, 9H) 7.87 (s, IH) 
[0334] b) 2-^PP-5-^^7Wl-hU^/Wl. 5-i^fcKP^$^yr4. 5-d']}i'V^i^l^-4.- 

^m<Dmm^'r. -75t:-c5-p<^/v-i-hy^/v-i. 5-v?tKci^5:i5^y'[4, s-d] 
i^V^i^i^-A-yt^^es. 3g<D7'h7tKn7^:/4i^?gicy^!jyA^:¥i^7<^/v-:^i^>^ 

K220inl(l. 0^/V7^h7fcKn7^V^)^AP;t.-75t:t?l^raSI#Ufc^. 
ih^nn3ii5r:/82. 3E(Dy^h^^h'^^y>200mmm^M:^. -20'C^-t?#M$i^fc: 

'h-nmr(cdci ) 

3 

5 3.78 (s, 3H) 5.81 (s, IH) 7.25-7.27 (m, 6H) 7.28-7.38 (m, 9H) 
[0335] c) 4-(6-yt^/l^7-±^y-6. 7-i:^\lVvi-l¥L-yf^yy^U. 5-dMfVVZ^l^-2- 
^/V)tf^^v=V-l-;^/V^7!^V^ t->^^/V3^;^v"/W 

2-^c2ci-5-^^/l^l-hy^/V-l, 5-v?bKn^^^)/[4, 5-d']}i']}yi^:^-4-:t 
1^69. 7gi:l^^7i^^-l-;!&/l^JK>^^ t-:/^/k3i;:^7"/H53. 4g^m-tf. 

#IS^T-e«#i^jj;&5^ioox:*-einl^bfcoS:jj£:?K*5|Hi^L^t-<'feofcfe^ 
^i50t:*T*_htf . :i(Dia££-eiNFP^Sf£^$-frfco RJtM^^if^mvfc^. t-:/^/M 
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'h-nmr(cdci ) 

3 

8 1.50 (s, 9H) 3.56-3.62 (m, 4H) 3.73-3.80 (m, 4H) 3.87 (s, 3H) 8.16 (s, IH) 
12.65 (br.s, IH) 

[0336] d) 4-ri-(2-:;^^^/v)-6-y'^7W7-:^^y-6. 7— :;?t:KP-iH->r$^yr4. 5 

, N-v^pt^/V^tc/Wi^T^KS. 5mmK^m:^V^J^43. 9si3XXf2-y^=./]^yvi-^ 

^V27. 8mi^jii^*px./co R}t^m^^ux-22mmm:Wvti^^ 7Kiou^j^#\ mm 
3^^/v5i-ei*mu/co ^aa^7K5i-T?2iii. mt'rhV'>j>^<Dma7i^mm5ix-mi!km 

'h-nmr(cdci ) 

3 

6 1.52 (s. 9H) 1.83 (t, J=2.3Hz, 3H) 3.38-3.42 (m, 4H) 3.61-3.64 (m. 4H) 3.85 (s, 
3H) 5.09 (q, J=2.3Hz, 2H) 8.13 (s. IH) 

[0337] e) 3-(2-^'?^^/M-5-^-^/V-2-(fc'^^v?:x-l-^/V)-3. 5-v?fcKP^$>$^-yr 
4. ^-A-\\fyW^J:y-A-zt:y 

4-[l-(2-::/^c:i/l')-6-^^/W7-:t^y-6, 7-i^tKci-lH->r^i5^>'[4, 5-d 
]t"i;^i;?i^-2-^/V]t^^7i^i^-l-;i{7/VJj?i^^ t-:/^/V3i;^7"/V54. 3^<Oi^^xi 
n^i$7>-200ml^|^(;ihy>'/H3g^^200ml^JPx.. ^jaT?l^Pflft^^LfCo ^JE^S 
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*H-NMR(CDC1 ) 

3 

6 1.84 (t, J=2.3Hz. 3H) 3.05-3.09 (m, 4H) 3.38-3.44 (m. 4H) 3.85 (s. 3H) 5.06 (q. 
J=2.3Hz, 2H) 8.13 (s, 3H) 
[0338] [^iife^J119-2] 

5-d1 v?:/-4-:^:/ h/V3^^-4-><./i^7i> vg^jj^ 

3- (2-y -5-^^71^-2- v^>^-l--r/W) -3, 5-v?tKn-f 5^ y [4, 
'h-NMR (DMSO-d6) 

5 1.79 (t, J = 2 Hz, 3H) 2.27 (s, 3H) 3.25-3.35 (m, 4H) 3.50-3.54(m, 4H) 3.70 (s. 
3H) 5.13 (d, J = 2 Hz, 2H) 7.10 (d, J = 8 Hz, 2H) 7.47 (d. J = 8 Hz, 2H) 8.25 (s, 
IH) 8.79 (br.s, 2H) 

[0339] mmmi20] 

2-(3-T$yb°^'>^:?V-1-^/V)-.S-(2-^^^c:^/M -5-^^/l^3. 5-i^\l}>-X2^^ 
5-d1b°Uvy-^V-4-:^l^ HJ^/V^^pBtB^i^ 

5. oig(Dt-:/i5^y— /H0mi^?glci;?-fy:/nfcVvai^/PT5::xi. 84g*3j;U5>^:73i 

zi/l.:^>^7jsy/^Ti^K4. ^^#ffl^T. 60*C-ei8NFr^AP^b^o HJ^? 
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*H-NMR(CDC1 ) 

3 

8 1.45 (s, 9H) 1.45-1.72 (m, 3H) 1.82-1.87 (br.s. IH) 3.09-3.30 (br.s, 2H) 3.58 
(br.s. 2H) 3.82-3.98 (br.s, IH) 4.24 (t, J=7.2Hz. IH) 4.27-4.48 (br.s, 2H) 
4.52-4.59 (br.s, IH) 7.32 (dd, J=10.3,10.0Hz, 2H) 7.39 (t, J=10.0Hz, 2H) 7.59 (d, 
J=10.0Hz. 2H) 7.75 (d, J=10.3Hz, 2H) 

[0340] b) \i°^Viy':y-3—f/P:fy/w<^:^m t-:/^/P3^;:^7"/w 

)V:^=f-/V::x:.:K^)V\. SSgCDai^J^/— /V250ml^^lz:v?3i^7l'T5i^25nil^Sriin;t. 18 

m.^ wmsmx^. ^mc^mot. i^z^m^ 

'h-nmr(cdci ) 

3 

5 1.45 (s, 9H) 1.41-1.53 (m, 2H) 1.65-1.72 (m, IH) 1.79-1.86 (m, IH) 2.48-2.56 
(m, IH) 2.64-2.70 (m. IH) 2.78-2.86 (m, IH) 3.06 (dd. J=12.0.4.0Hz.lH) 3.48-3.62 
(br.s, IH) 4.71-4.88 (br.s, IH) 
[0341] c) 2-(3-T$/t;°^Uv?>--1-^7M-3-(2- -:/^rz7V)-5-^'^/V-3. 5—:>?bKP 

2-^citi-5-p<^/l^l-MJ^/Wl, 5-i^t:Ki3>r5i5^>^[4, 5-d]t"'yi?'i^:^-4-:^ 
020g*3j;T^t''--^!Ji^:^-3--f/i';&yw^^v^ t-^^/voij^^T'/wo. 040gSr?l 

xi'^Y^'7^^—\z.xmm^. mk^'j-f^m^^niy). [i-(6-^^/v-7-:^=ary-6 

, 7-i^fcKci-iH--r^t5^y'[4, 5-d]try^i;?:/-2--Y/v)fc"-<yi;?:^-3--r/v];«77w^ 

t-y^/V^i^x^T'/PO. 016gtr#^ Z.M>0. OOSOg^N, N— 
i^T^KO. 6ml{il^^U. ^m.ti^)^Mi. 0038g*5j;tJ?2-:/^c:i/W>^ri^^K0. 00 
3ml^;!jnxL. W^'^l^'^fimmjk^ Sf£;^g^e^^^^yHml*5J:u«7Klmllz:5>fi: 
^«l^^««|U/Co 5mlfC^«?L. hy^/Vog^^O. 5ml 
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-feh-hy/v-TK^^tt+a (0. i%hD:7;v:tT^mm^m)^m\^^fco ) icxmmu m 

'H-NMR(CDC1 ) 

3 

6 1.74-1.80 (br.s. IH) 1.82 (br.s, 3H) 1.96-2.19 (br.m, 3H) 3.43-3.79 (br.m, 5H) 
3.86 (s, 3H) 5.05 (br.d, J=16.0Hz, IH) 5.23 (br.d, J=16.0Hz, IH) 8.15 (s, IH) 

[0342] Lmmmi22'] 

2-[7-(2-Zf^:^/V-) -l-yi^/U-6-:;t-^y-S- (tf -6. 7-i:^}i 
4-[7- (2->^^c:^/l^) -2- (2-;5;/W^^-i'/V>^a:y^iX) -l-^^/V-6-;^^y-6, 

'^k:^^y^^A7k^?gl250ml^^g^Tu muKximmso^mwi^ito j^^ttm^^ 
swk nhtifc&^mi^^Ti^. ::^^y-Mcxm^u 6ox:x~mm,mvmmh^ 
m^A2. sgmtco 

*H-NMR(DMSO-d6) 

6 1.78 (t, J=2.4Hz. 3H) 2.82-2.86 (m, 4H) 3.18-3.22 (m, 4H) 3.36 (s. 3H) 4.91 (q, 
2.4Hz, 2H) 6.58 (td, J=8.4, 1.2 Hz, IH) 6.63 (dd, J=8.0, 0.8Hz. IH) 7.14 (ddd, 
J=8.0, 7.2, 2.0Hz, IH) 7.80 (dd, J=7.6, 2.0Hz, IH) 
MS m/e (ESI) 422(MH') 
[0343] immM229'] 

7- ( 2--^^^/U) -1- ( 2— >T y^^v^/V) -6-:^^y-8- (1::°^ v v?^-l-^/l^) - 
6. 7-i^t:KT:i-lH--:/UV-2-:&7V7Kc:^myk ^B^^ 
a) 4-r7-(2-Zf^^/U)-2—>Ty-l-(2-i^Ty^l^-:;^j»-6-:;t-'^y-6. 

mMm96aXnhnfc4-l7-(2-y^::^/V) -2-^nxi-l-{2-^^Ty^>-JjV) - 

6-;^=¥y-6, 7-i;^tKci-iH-y'y:/-8--r/V']bf^7:^>'-i-;&/W3^V^ t->^^ 
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ma^myi^x-m^mmi^tc. mm^mmi^^-^h^'^y^- (soyoWfm^'^^^y^^ 

'h-nmr(cdci ) 

3 

5 1.50 (s, 9H) 1.83 (s, 3H) 3.50 (s, 4H) 3.58-3.64 (m, 4H) 4.99 (s, 2H) 5.74 (s, 
2H) 7.02 (d, J=8Hz, IH) 7.44 (t, J=8Hz, IH) 7.55 (t, J=8Hz, IH) 7.74 (d, J=8Hz. 
IH) 

[0344] b) 7- ( 2--:^^:=^/^ -1- ( 2-'>Ty^:^v?/M -6-:^^y-8- (M'^'yjPl^-l-^/V) 

-6. 7-i;?t;KP-iH-^ u^-2-:»/v^=KU7k mmm 

ti-lH-zf})>-8-^/U']}:f^9i^:y-l-:fJ/V:^>'m t-:/^/V3^x^7^/V'6. Img. hV 
'H-NMR(DMSO-d6) 

6 1.80 (s, 3H) 3.30 (s, 4H) 3.60-3.70 (m, 4H) 5.09 (s, 2H) 5.60 (s, 2H) 7.27 (d, 
J=8Hz, IH) 7.54 (t. J=8Hz, IH) 7.68 (t. J=8Hz, IH) 7.94 (d, J=8Hz, IH) 9.36 (br.s, 

2H) 

[0345] [|lig0!l23O] 

3- [7-(2-zf^=^7>)-i-(2-i^Ty^i^^J/u)-e-:^^y-s-(\i'^ ^i:^iy-i-^ 

/W)-6. 7-:;?liKa-lH-^U>-2->r/W:^->1t;°U-::;?V-2-:<;7V;3<>^T$K ^7 

4- [7- {2--:f'^:=-/U) -2-^Pi3-l- (2— >T/^:/v^/H -6-:^=¥y-6, 7-i^tK 
xi-iYi-zf]):y-S-></v'\ tf ^^i^v-i-;<7/vjKi^^ t-^^/v:3^;^7"/v7mgilrl-;^ 
^/k-2-t?'CJyKi/0. 2ml{J:^^U. 3-tKi3dp>>t:'yv?i^-2-:&/Wj}?>^T5K8mg 

. mmj')^j>>sxa&kM^. ioox:\z.x2m^m.w\^f^ KitM\z.i^-mk^M^^ 
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MS m/e (ESI) 524(MH*-CF COOH) 

3 

[0346] [||JS^J234] 

2-r 7-(2-zf^:=^ju) -1- ( 2— >T y^^i^/v) -e->t^y-s- (t:°^7-^>--l-^ 
M-e. 7-e^fcKP-lH-:7'U:^-2-^/V:^dp>>1^:x-yT$K hVZ7/i^yirtimmm 

MMm230i^m^X. 3-tKci:3{->'fc°i;i^>'-2-;&/W7}^V^T5K<?5ft:b«9l-. f-JJ^ 
/^T^K^ffiV^T||^6^J230i:|^il^c:M3mb. mm^t^m. 74nig^#fc:o 
MS m/e (ESI) 523(MH*-CF COOH) 

3 

[0347] [^J6^J242] 

8- ( 3-T$ -^/V) -7- f 2-^=?^r^/I.) -1 - (2->T V-^/M -fi- 

:^:3py-6. 7-^liKmH-^U:^-2-:^7l.feKU7V JfeB^iiS 
a) 3-t-:/K^->:fr/Vd ^:::iyVT$/tf^Ui^^-1-!fr/1^7KVj^ ^Vil^/WJiJP^^/V 

t'^!;v?>'-3-:<;/V7K:/^ 3i^7V3i;;^7^/V24. 3g, MJ3i^yVT5:^26ml. g^^:3^ 
^/W300ml(D^gi'^i^(;i. 7K?^Ti5^nndEi^-<^i^/V(30%h/V:3i>'^?^) 88g^30 

^ISfC^i^y— /k200ml, 5^/l'7i^m^t'f-h})K7J^7^m^40ml^MiX.MUX—m. 

[0348] r<D^|«30g. i;?>'a.n/wyi^^Tv?K24. 5ml. hy:3i^/VT5:^15. 9ml. t-Z^^y 
—/}^250ml(Dm^i^^mM.Xl. S^ra^^b. $^(C100'CO?ft?&ctJ20^raADf^ 

\^ft^mu^io-2o%mm^^^\^y^^^^yxi^^)i3y;vi]=7j^^^'^v^^^ 
Mb. ^h\mm=^^;l^^'^>'xn^^^n\Mmt^m2l. A&^mz^ 

'h-nmr(cdci ) 

3 

6 1.43 (s, 9H) 1.48-1.92 (m, 4H) 3.20-3.80 (m, 5H) 4.58 (br.s. IH) 5.13 (s, 2H) 
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7.26-7.40(m, 5H) 
[0349] b) b'^y v?:^-3-^/l^:<;/W^$>g^ t->^'^/VJi^^/l^ 

3-t-Zfh^-y:i3/V':i^=^/l'T^/ll'^l}i^>-l-:JtJ/V':^>'nk ^^-v^/V^i^T^/VlOg, 

*H-NMR(CDC1 ) 

3 

5 1.44 (s, 9H) 1.47-1.80 (m, 4H) 2.45-2.60 (m, IH) 2.60-2.75 (m, IH) 2.75-2.90 
(m, IH) 3.05 (dd, J=3Hz, 12Hz, IH) 3.57 (br.s, IH) 4.83 (br.s, IH) 

[0350] c) n~[7-(2-^^^=-jU)-2. 6-v>^PP-7H-:/U>--8-^yv1t:°^Uv^>--3-^/I^ 

7-(2->^^::^/V')-2, 6, S-by^nn-TH-T'y^'l. 25g. \i°^})i^l^-3-^/V:fy/V 

'h-nmr(cdci ) 

3 

8 1.43 (s, 9H) 1.60-2.02 (m, 4H) 1.83 (t, J=2Hz, 3H) 3.32-3.41 (m, IH) 3.42-3.52 
Cm. IH) 3.67-3.76 (m. IH) 3.80-3.91 (m, IH) 4.76-4.90 (m, 3H) 
[0351] d) ri-r7-(2->^^c:^7k)-2-^PP-6-:^y-6. 7-v?bKP-lH-:7^y^^-8->r7W 

[l-[7- (2-:/^^/V) -2. 6-v^i5'cin-7H-^y >'-8— r/l^] \i°^]}\y>-3-^;V] 
:fyj'Vy<^>m. t-7^^/V3i;^^/H. 79g, ^m.^V])^J^l. Og, 

visTtA(Dm^m^i2ox:(omm^3m^immmi^t:^ mmii^h^x^. s^s^si-tk 
^inmyximmt^m. 59g^#/co 

'H-NMR(DMSO-d6) 

6 1.39 (s, 9H) 1.34-1.88 (m, 4H) 1.78 (s, 3H) 2.81 (t, J=llHz, IH) 2.95 (t. 
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J=llHz. IH) 3.48-3.60 (m, 2H) 3.64 (d. J=6Hz, IH) 4.90 (s, 2H) 6.94 (d, J=8Hz, 
IH) 

[0352] e) ri-r7-(2-3^^^/M-2-^PP-l-(2— >Ty^>'^yW)-6-;d-=»y-6. 7-i^\i 

mg. 2-i/T/^:^v?/V'>^n-^^K70mg, N, N-i^^pf^/WTK/P'^T^KlmlOM'^i^ 

:¥1^^-t?v^y;^7y/^';^;7A^5^^■x'^i5^^7>r— ^ia>fb'a-ife44. 7ing^#fCo 
'h-nmr(cdci ) 

3 

6 1.44 (s, 9H) 1.59-1.81 (m, 2H) 1.83 (t, J=2Hz, 3H) 1.86-1.94 (m, 2H) 3.20-3.50 
(m, 3H) 3.66 (d, J=7Hz, IH) 3.86 (br.s, IH) 4.88-5.06 (m, 3H) 5.72 (s. 2H) 7.06 
(d, J=8Hz, IH) 7.38 (t, J=8Hz, IH) 7.51 (t, J=8Hz, IH) 7.70 (d, J=8Hz, IH) 
[0353] f) ri-r7-(2-^^^/l^)-2->>Ty-1-(2— >T/^Vv?yV)-6-^=^y-6. 7— ^tl 

[l-[7- (2-^^:=/W) -2-^uu-l- (2— >Ty^Vv?/W) -€-:t^y-6, 7-^J}i 
Kn-1 H-:/y i^-s-^/V] t°^y i:;'^^-3--i'/w] ;&/w^5>^^ t-zf'^;v:x.^T;v 1 5 
mg. ->T>'>^b':^^ylJ^i^20Ing, N, N-v?p<^/k;if^7WAT^K0. 2nilO^S'a'i^Sr^M 

-(3iHiMW)*SMu mm^t^mio. 3mg^#fco 

'H-NMR(CDC1 ) 
3 

6 1.44 (s, 9H) 1.52-1.98 (m. 4H) 1.81(t. J=2Hz 3H) 3.24 (dd, J=7Hz. 12Hz, IH) 
3.30-3.40 (m, IH) 3.46-3.56 (m. IH), 3.72 (d, J=12Hz, IH) 3.86 (br.s, IH) 
4.86-5.10 (m, 3H) 5.73 (s, 2H) 7.00 (d, J=8Hz, IH) 7.42 (t, J=8Hz, IH) 7.54 (dt, 
J=2Hz, 8Hz, IH) 7.73 (dd, J=2Hz, 8Hz, IH) 
[0354] g)8-(3-T$7fc:°^U-:^^^-l-^yV)-7-(2-3f^:=:/l^)-l-(2— >Ty^Vv?yM-6 
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[ l-C 7- (2->^^-/V) -2— >T/-1- (2— >Ty-<^v?/V) -6-:t^y-e. 

3mg. hv^/>^timwto. 2mi<Dmi^m^2o^mw\^fco sjt^m^m^\^. mm^2 
o-8o%^i5'y-/v/7K (o. i%mmm) ^m^m\f^xmm:iU7J^i^^'^h^9^^- 

'H-NMR(DMSO-d6) 

8 1.60-1.74 (m, 2H) 1.79 (t, J=2Hz, 3H) 1.88-2.03 (m, 2H) 3.14-3.28 (m, 2H) 
3.42 (br.s, IH) 3.52-3.82 (m, 2H) 4.98-5.12 (m, 2H) 5.58 (s, 2H) 7.26 (d, J=8Hz, 
IH) 7.53 (t, J=8Hz, IH) 7.66 (t, J=8Hz, IH) 7.93 (d, J=8Hz, IH) 8.16 (br.s, 3H) 
[0355] [^life^j248] 

2-r8-f3-T$ytf^Ui^V-1-^/M-7-(2->^'^::^/M-1-y^/l^-:^dt^V-fi 

a) ri-r7-(2-^-f-: ::^7V)-2-^PP-l-^^/P-6-;^dry-6. 7-i>fcKP-l H-^U 

[1-C7- (2-:^^=^/V) -2-i5^an-6-:^=¥y-6, 7-i^\i}^vi-lH.-zfV>-S-^jU2 
fc»^y ^^>'-3-^7V] :jtj/]^^'i^l^^ t-:/^/Wrn>^7^/V700mg5rv^^^/V';^/V*=¥i>'K 
7. OmlizmmU 3!>'fb^^/H14Ml> ^mm^J^299mg%:mx.fCo mm.KX30 

. nhtlfz&^mi^^TK. -^^-^l^i^X^U ^IB>ft;'^i^Sr540mg#fCo 
'h-NMR(CDC13) 

6 1.44 (s, 9H) 1.72-1.94 (m, 4H) 1.81 (t, J=2.4Hz, 3H) 3.16-3.92 (m, 5H) 3.72 (s, 
3H) 4.91 (dd, J= 17.6, 2.4Hz, IH) 5.01 (d, J=17.6Hz, IH) 
[0356] b) 2-[S-(3-T^y\l'^Vi^>-l-^/]^)-7-(2-zf^::^/\^)-l-yi'f^/l^6-±^y- 

6. 7-i^\lh-vl-l¥l-zfv:^-2-^J}.±^i^^-<l^^yT^h' h ^}^^u:^timmm 

[ l-[7- (2-:/^^/^) -2-^tiu-l-pi^/V-6-:t^y-6, 7-v?l::Kcx-lH->^y 
-2-t'nyK:/0. 3rDUzmm\^. i^y^/^T^KlOmg. ^^y!>.A10mgSr*Px.. 10 
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ox:KX2mmmwvfz. R}:t:m^iN-mm^M^. mm^^^^f-Mcxmrnvtc. m 
) \zxnm\^. miA\L^m^. 54mg^#fco 

MS m/e (ESI) 436(MH*-CF COOH) 

3 

[0357] [|IJi^j258] 

3- (2-3/'^^/l>-) -2- i}£^=7V':y-\-y()V) -5- ( 2-7'pfc°^/l^) -3. 5— :;^t;KP^ 

$>y>yr4. 5-ditfu^t;?v-4-:^v v^y^jv^xmrnv^ 

a) 4-ri-(2-y-^r^yV)-7-:^=3ry-6. 7-v'hKP-lH-^$^:/r4. 5-d1t:°U<^ 

M-e3-(2-:/^c:^/V)-2-(t:'''<7v^>-l-^/k)-3, 5-v?fcKn-r^i?'y[4, 5- 
d]fy^v?^^-4-:^V hy:7/V:^-tiB^^igO. 448g<DN, N-i^^^>'V'2}N/VAT5K20 
ml^E|^(^M;3i^/VT5V0. 299g, 4-i;^;?«^/l-T^/fyi^:/0. 023g. *5j;t;?^^ 
^v'-t-:/^7kO. 645g^;!jPx.. 5^^«^*^Lfc^. 7K^'ft:-:^hy!J'A05N;!K^2 
inlSr;tiP;t. ^^\z.\nf^WfM^ Si^;^?St:e^^^^/V'200ml*5j;U«:^'fbT:/^::^ 

. 298g^#fCo 
'H-NMR(CDC1 ) 

3 

8 1.50 (s, 9H) 1.84 (t, J=2.3Hz, 3H) 3.41 (m, 4H) 3.63 (m, 4H) 5.06 (q, J=2.3Hz, 
2H) 8.17 (s, IH) 9.92 (br.s, IH) 
[0358] b) 3-(2-^'^^/V)-2-(fc'^7i^V-l-^/V)-5-(2-^Pb:°ri/P)-3. 5-v?bK 

P^$>yv^r4. 5-dit;'u>yv?v-4-:^> h^}^/v:^timmm 

4- Ll-(2-Zf^=^/V')-7-:t^y-6. 7->?tKn-lH--r5i5^y[4, 5-d]l^yyv?:x 
-2-'l'/U]t°^^v^>'-l-;^/V^V^ t-^5^/V3i;:^7^/lxO. OlOgtON, N-v?^^/V 
7^^y^i^T^K0. 5ml^^g{C^^yiJ7AO. 005g*5j;U?3-yn^-l-^citVO. 00 
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=hy/i— tk^^K)^ (o. i%hv:7/V':^umm^m)^m^^fc. ) i^xmmu mmt 

^mo. 011g^Sr#^ 

MS m/e (ESI) 311.29(MH*-CF COOH) 

3 

[0359] [||J£^J266] 

3- ( 2-::^^^7l^) -5-r2- ( 3-^h^->:73ic=:7i^) -2-:^:^y3^'f-yi^1-2- (bf^^i^ 

A-\.l-{2--:f^=^;V)-7-:^^y-G, l'^i?'y[4, S-dDtfy^i^^- 

-2-^/1^] t°^^i^^-l-;!5;/v>^^V^ t->^^/^3i;=(>7^/v^3j;t;?2->'n^3' -^h 

MS m/e (ESI) 421.33(MH*-CF COOH) 

3 

[0360] [|I16^J267] 

2-r3-(2-^^f-c:^/V)-4-:^^y-2 -(t:°^^v^V-l-^/V)-3. 4-v^bKt2^$^>y 

[4. 5-difc:°y>y-:^v-5-^/v>{'j^/wi^W;nm/i. v^-yjv^vimmm 

4- [l-(2-:/^c=i/k)-7-:^^ry-6, f^^y[4, 5-d]lfyyi^V 
-2— Tyv] f -<y-:;^v-i-;!&/v;^^V^ t->^^/vai;^7"/v j;T^2-::^n^y^/v^i^ 

*H-NMR(CD OD) 

3 

6 1.81 (t, J=2.5Hz, 3H) 3.45-3.49 (m, 4H) 3.66-3.70 (m, 4H) 5.15 (q, J=2.5Hz, 
2H) 5.62 (s, 2H) 7.34 (dd, J=7.6. 1.5Hz, IH) 7.45 (td. J=7.6, 1.5Hz. IH) 7.59 (td, 
J=7.6. 1.7Hz, IH) 7.75 (dd, J=7.6, 1.7Hz, IH) 8.25 (s, IH) 
MS m/e (ESI) 388.32(MH*-CF COOH) 

3 

[0361] mmm2m 

2-\3-i2-zf'^==.M-Ar-ySr^V-2-i\f^^^Jl^-l-y(/V)-3. A-i^\i\^xi^^Sf-7 
[4. 5-d1b°U^i^^-5-^/l-^'^/l-1-3-y/W::^P^^y^hy/V hyy/V::j-PB^g^i^ 
4-[l-(2-y'^-/V')-7-;^-:¥y-6. 7-v^tKi3-lH--f5i5^y[4. S-d^ifV^i^^ 
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MS m/e (ESI) 406.25(MH*-CF COOH) 

3 

[0362] [||Jfe^j308] 

a) 4- ( l--^:xv^yV-6-^:>^ix'yV;j-^iy^^/V-7-:<i-^ y-6 . 7-v^bKP-lH-^$ 

'h-nmr(cdci ) 

3 

8 1.48 (s, 9H) 3.13-3.18 (m, 4H) 3.50-3.54 (m, 4H) 4.72 (s, 2H) 5.61 (s, 2H) 5.65 
(s, 2H) 7.20-7.35(m. lOH) 8.22 (s. IH) 
[0363] b) 3-^Vv?/W-2-(b°^^i;^>-l-^/V)-3. ^--^\i\^xi^^¥^/\ A. ?.-A^\f^W-J' 

y[4, 5-d]ify<5^i^v-2->r/w)i^^7i^^^-i-:!&/v^:/^ x-zrf-)v=^7.'Tfv^m: 

*H-NMR(CD OD) 

3 

6 3.31-3.37 (m, 4H) 3.40-3.46 (m, 4H) 5.68 (s, 2H) 7.22-7.36(m, 5H) 8.25 (s, 
IH) 

MS m/e (ESI) 311.24(MH*-CF COOH) 

3 

[0364] [||J£^J309] 

3-^^e;?/w5-:x^yw2-(t:°^^i^:^-i-^/w)-3. 5— :;^fcKP^$>y'>^r4. 5-d1 

a) 4-(l-^:^v^/V-7-:^=3ey-6. l--y\i'^xi-\Y{-y(^^-/\A. 5-d1t:°';^-:^^-2 



wo 2005/053695 



109 



PCT/JP2004/014857 



*H-NMR(CDC1 ) 

6 1.47 (s, 9H) 3.12-3.16 (m, 4H) 3.47-3.52 (m. 4H) 5.58 (s, 2H) 7.20-7.34(m. 
5H) 8.20 (s, IH) 10.04 (br.s. IH) 
[0365] b) 3-^>i^/l^-5-^^/]^-2-(\i°^'7iy>-l-^/U)-3. 5->^t:KP^$'j^-^r4. 5- 

4-(l-^:^v?/l^7-:^=^y-6, 7->^tKn-lH->r^i5^y[4, 5-d]t'yi5^v?:^-2- 

'h-nmr(cd od) 

3 

6 3.29-3.35 (m, 4H) 3.36-3.41 (m. 4H) 3.83 (s, 3H) 5.68 (s, 2H) 7.21-7.34(m, 
5H) 8.20 (s. IH) 

MS m/e (ESI) 325.01(MH*-CF COOH) 

3 

[0366] [^JS^J311] 

*H-NMR(CDC1 ) 

3 

6 3.11 (t, J=8.1Hz, 2H) 3.24-3.29 (m, 4H) 3.37-3.42 (m. 4H) 4.46 (t, J=8.1Hz, 
2H) 5.58 (s, 2H) 7.09-7.34 (m. lOH) 8.20 (s, IH) 
MS m/e (ESI) 415.54(MH*-CF COOH) 

3 

[0367] [|llife^j332] 

1- ( 2-y^^=-M -6-^^/I^-7-:^^y-2- (b'^-^^v^^-l-^yP) -6. 7->^t:KP 

H-$<^yr4. 5-d^fc°u^-:;^^-4-:^/p^>-^^$K h^)'7;v±vimmM 

a) 4-r l-(2-^^c:i/V)-4-(->Ty -tKP^->><^/V)-5-^h:¥iX:e7yWi<^yV-l 
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'h-nmr(cdci ) 

3 

6 1.49 (s, 9H) 1.83 (t, J=2.5Hz, 3H) 3.19-3.23 (m, 4H) 3.56-3.60 (m, 4H) 3.95 (s, 
3H) 4.68 (d, J=9.0Hz, IH) 4.82 (q, J=2.5Hz, 2H) 5.72 (d, J=9.0Hz, IH) 
[0368] b) 4-n -(9.-^^r^yl^^- 4-(:frpx^^^/I^bKpdg^iy>t^/M-5-;<K:3>r->^7l>>d^ 

5'C-e4-[l- (2-:/^-/V) -4- (^/T7-tKi3=ari/p<^/V) -5-7<h=3rv';<;/V^'— /V 
*H-NMR(CDC1 ) 

3 

5 1.48 (s, 9H) 1.83 (t, J=2.5Hz, 3H) 3.13-3.25 (m. 4H) 3.54-3.57 (m. 4H) 3.91 (s. 
3H) 4.33-4.37 (br.s, IH) 4.77 (q. J=2.5Hz, 2H) 5.54 (s, IH) 5.63 (s, IH) 6.82 (s, 
IH) 

[0369] c) 4-r4-T$/:^d^ihUyWl -(2--:/^riyv)-5-^K:^->:;&yl.;Kr^yV-lH-^$>y 
0'C-e4-[ 1- (2->^^^/v) -4-(:^/w^^xt'/v-fcKn^i/^^/v) 
/VO. 038g<Dv?^nnj;«^>'2ml^?KfChyai'^/VT^i^0. 051ml*5«J;tJ«H^>^b^iiS^ 
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^ixKimi^^g^Anx.. smm^ux-mwi^tcm. e^m^^/v50mi^AnxL> mmm 

'h-NMR(CDCI ) 

3 

6 1.48 (s, 9H) 1.82 (t, J=2.5Hz, 3H) 3.19-3.23 (m, 4H) 3.56-3.59 (m, 4H) 3.84 (s, 
3H) 4.84 (q, J=2.5Hz, 2H) 5.62 (br.s, IH) 7.02 (br.s, IH) 
[0370] d) 4-ri-(2 -^^;:iyV)-4-:^/l^/^^^/k-6-^^yV^7-:d-^y-6. 

*H-NMR(CDC1 ) 

3 

6 1.50 (s, 9H) 1.84 (t, J=2.3Hz, 3H) 3.46-3.50 (m, 4H) 3.63-3.66 (m, 4H) 3.99 (s, 
3H) 5.12 (q. J=2.3Hz, 2H) 6.16 (s, IH) 8.85 (s, IH) 
[0371] e) l-(2-^'^:=/V)-6-y'^yW7-:^^y-2-(tf^^-:;?V-1 -W-7M-6. 

4-[ 1- (2-^^;::^/^) -4-;^7/W^^^/W-6-^^/V-7-;*-^y-6, 7-v?tKn-lH 
-i^'t.YvL^^^V [4, 5-d] \fW^^y-2-^;v\ yf^'y-^^y-X-iJjV'^^ym. t->^^ 

MS m/e (ESI) 330.18(MH*-CF COOH) 

3 

[0372] [|lig^j338] 

3-(2--^'^^/l^)-2-(b"^^-:^>-1-^/V)-3. 5-:;?tiKPH-$^'yr4. S^lb-Uv^ 
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2->^'o^lH— /V— 4. 5-i>:il3/l^:^:^h\)/HCAS No 50847-09-1] 
90. 6g<DN, N-i:^^^/V':^/VJ>.T^h^520TnmmiZ^m:^V^J^69. Ss^XXJ^l-^ 
Vi^2-Zf'f'>74niL(DN, N-v?^^yW^/VAT^K50nil^^^;!JD;t, SO'C'CS^ra 
MmutZo g^^^^/Hli:;4c500ml^ADx.. W^S?r;!K500ml-e2|Hl^lt>fb':^hy^7 

^i^v:^^/^:^9J^^u'^h^9^^—icxmmu g^m^^^/w-^^i^^^d :4mm 

'h-nmr(cdci ) 

3 

6 1.87 (t, J=2.3Hz, 3H) 4.85 (q, J=2.3Hz, 2H) 
[0373] b) 2-:/P^l-(2--:/^r^/l.)-5->Ty-1H-^$>$^y-/W4-:t;7Pd^VBi^ 3^ 

2-Zfn^l-(2-Zf^:=^/V)-lU-^^^y^—/V-4, 5-i^;<;/V2K^hy/W48. Og(D 

::^^/—/v5ooinmm{^m^m25mi^m^. iiomm:bmmmi^tio ^st^m^^ 
u^x^Amu m:mmm\^fc. am^g^^^^/i-5oomii:7K5oomi(c^^b. Ti^m 

o 

*H-NMR(CDC1 ) 

3 

8 1.43 (t, J=7.0Hz, 3H) 1.87 (t, J=2.3Hz, 3H) 4.46 (q, J=7.0Hz, 2H) 4.85 (q, 

J=2.3Hz, 2H) 

[0374] c) 4-ri-(2-:/^c:i7W)-5->Ty-4-3iK^ '>:&/V;Kc:i/WlH-^$>$^y-yW2 
2-Zfti^l- (2-^^^/V)-5— >T/-lH-^5yy— /W-4-;<7/^jKi^^ 

/k3i;^x^v2i. 7s^mMmii5htmmi^^mummit^m25. ig^#/co 

*H-NMR(CDC1 ) 

3 

5 1.43 (t, J=7.0Hz, 3H) 1.49 (s, 9H) 1.87 (t, J=2.3Hz, 3H) 3.22-3.26 (m, 4H) 
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3.56-3.61 (m. 4H) 4.44 (q, J=7.0Hz, 2H) 4.68 (q, J=2.3Hz, 2H) 
[0375] d) 4-r 1- ( 2-7''^^7V) -4-iJJU:^^iy-5-iyr 7-lH-^$^y— /V-2-^7l^1 

4-[ l-(2-Zf'^:=^/l-) -5—>Ty-4-:t h:^i/':^7/V2K— /W-lH-^^i?')/— /W2--r 
ij5tl^lB>fk-a^i^23. 2g^#^Co 

'h-nmr(cdci ) 

3 

6 1.49 (s, 9H) 1.87 (t, J=2.3Hz, 3H) 3.22-3.26 (m, 4H) 3.56-3.61 (m, 4H) 4.68 
(q, J=2.3Hz, 2H) 

[0376] e) 4-r 1 - (2 -^'-^^yV-) -^-'^T J-A-\iYvi^^y:^^ U-^^V:/-jU-2-^ 
-10'CT?4-[ 1- (2->^^=/V) -4-:^;y'V2Kde^/-5-i>'T/-lH--r^^?'>^— /I— 2- 

'i/i^2\f^=7i^iy-i-iSj/>^i^Wt t-:/^/V3i;^v"/v22. 9g(D7^h9tKi3:77:/600 

7Km>fb^!>^-:^hye7A9. 45g©7Kl00ml^|g%MTUfCo INfP^^. g^^^^^^/VS 
OOml*5j;t;?;!K500ml^Jn^. lNlt^-t?pH5lil— ftPSbfc^. ^mT^m^hV^ 

^H-NMR(CDC1 ) 

3 

5 1.48 (s, 9H) 1.84 (t, J=2.3Hz, 3H) 2.26 (t, J=6.3Hz. IH) 3.13-3.17 (m. 4H) 
3.53-3.57 (m, 4H) 4.58 (q. J=2.3Hz, 2H) 4.64 (d, J=6.3Hz, 2H) 
[0377] f ) 4-r 1- (2-^^=/P) -^-i^TJ-4r-^jV^jV-\ ¥{-^^^l/—/U-2-^J]^l ^ 
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*H-NMR(CDC1 ) 

3 

6 1.50 (s, 9H) 1.88 (t. J=2.3Hz, 3H) 3.24-3.28 (m, 4H) 3.59-3.63 (m, 4H) 4.70 
(q, J=2.3Hz. 2H) 9.87 (s, IH) 
[0378] g) 4-ri-(2--^-f-::^/M-5— >Ty-4-(2- 3iKd^^>:^/W;Kc:i/Ptfc:i/l^)-1H-^$ 

mmmK7i<m^t'rhV^J^0. 038g^;!lP;^fCo 4-[l-(2->^^:=^/W)-5-VT7-4- 

0. 310g(D7"h^fcKn:77:^5nil^;!jP;t. 30^a#UfCo g^^^^/^50ml*3J;t;«0. 
lN;!K^^b-:^hyiJ'A25mlflr*Px..^t8l^^fii{E^-^^-^i/l^A-T?^^ 

^m5>iilJ:«9MIS<b'^^0. 380g^#fc„ 
^H-NMR(CDC1 ) 

3 

6 1.33 (t, J=7.4Hz, 3H) 1.50 (s, 9H) 1.86 (t, J=2.3Hz, 3H) 3.19-3.23 (m, 4H) 
3.55-3.59 (m, 4H) 4.25 (q, J=7.4Hz, 2H) 4.59 (q, J=2.3Hz, 2H) 6.70 (d, J=15.8Hz, 
IH) 7.50 (d, J=15.8Hz, IH) 
[0379] h) 4-r l-(2-^'^;=:/V-) -^-^^T J-A-{2.--tl)Vm^-^\f:^AA -lH-^$^>^— /l^ 

4-[l-(2-y^^=/V)-5— >T/-4-(2-:3ihdE^i/;?;/WJ}?n/Wtfri/W)-lH-^^^r 

'h-nmr(cdci ) 

3 
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6 1.50 (s, 9H) 1.86 (t, J=2.3Hz, 3H) 3.19-3.23 (m, 4H) 3.55-3.59 (m. 4H) 4.59 
(q, J=2.3Hz. 2H) 6.70 (d, J=15.8Hz, IH) 7.50 (d, J=15.8Hz, IH) 
[0380] i) 4-r 1- (2-^^::^/^) -5— >T 7-4- ( 2-TZ^h'itJ^V':^z=^jV-lf::^/U) -IH-^^V 

^^<^#IS^T. 4-[ l-(2->^^n/^) -5— >T/-4- (2-:!&/V'7K^>'lf ^/W) -1 
H-^^y:/— /v-2-^/V']t°-<^v?>'-l-;^;/^7jf>'^ t->^'^yV'3^;^7^/V'0. 200g. 
V]}=^^/VT^l^O. 073ml*5J:tJ«v?73i— /VJjNjJ^jjNi/^Tv^KO. lOSmKDt-:/^/— 
/l'2nil^^4^^50t:-C*PBbfc:o g^^^^/^SOmlilrAPXL. 7K20mlT-t5fe^Ufc 

"yy^—Kxmw^. mk^^^\^-^^-^^^i.2:2)mm^mxy)W:mt^mo. irsg 

'h-nmr(cdci ) 

3 

5 1.48 (s, 9H) 1.86 (t, J=2.2Hz, 3H) 3.19-3.23 (m. 4H) 3.55-3.59 (m. 4H) 4.59 
(q. J=2.2Hz, 2H) 6.67 (d. J=15.4Hz, IH) 7.56 (d. J=15.4Hz, IH) 

[0381] i) 4.-\d-(2.-^r--i'V^^y'iJ;V^.=:.)VT^/^^=,;V^-^-(9.--f-^' =.fV^^^ 

^m<^#ffl^T.4-Cl-(2->^^::^/V')-5— >'Ty-4-(2-Ti^K:*/^2i?r:i/Hf= 

'h-nmr(cdci ) 

3 

6 1.48 (s, 9H) 1.84 (t, J=2.2Hz, 3H) 3.16-3.19 (m, 4H) 3.54-3.58 (m. 4H) 4.51 
(q, J=2.2Hz, 2H) 5.83 (d, J=15.0Hz. IH) 6.43-6.53 (m. IH) 7.55-7.66 (m, IH) 

[0382] k) 4-r4-(2-t-^h:¥'>:^yV^::^/WTSytf -(2-:^^:=i/M-5-:fr/W^^ 

4-[4- (2-t-^h=¥i^;^/^2K-/l-T?y If :^/^) -\-{:2r--f^=^jV) -5-ixT/-lH 
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'h-nmr(cdci ) 

6 1.48 (s, 9H) 1.84 (t, J=2.2Hz, 3H) 3.21-3.25 (m, 4H) 3.54-3.58 (m, 4H) 4.68 
(q, J=2.2Hz, 2H) 5.90 (br.s, IH) 6.36 (br.d, J=14.8Hz, IH) 6.92 (br.d, J= 8.4Hz, 
IH) 7.45 (br.s, IH) 7.52 (m. IH) 
[0383] 1) 3-(2--:^^^/U)-2-(ii'^ =7i:^>-l-^7U)-3. 5-v^fcKp^$>y>yr4. S-r1b°>J 

75g(Dac^y— /WO. 3nil^?^(;i5N:^^0. lml^;!)Dx.. 15^ra^Mt?«#LfCo ^ 
^=B(0. l%hy7/l-:^ag^^'^#)SrffiV^fCo)t-T»SlU^1E'fb-^i^0. 0043gSr 
'H-NMR(CD OD) 

3 

6 1.81 (t, J=2.4Hz. 3H) 3.45-3.48 (m, 4H) 3.62-3.65 (m, 4H) 5.15 (q. J=2.4Hz, 
2H) 6.60 (d, J=7.1Hz, IH) 7.18 (d, J=7.1Hz, IH) 
MS m/e (ESI) 272.32(MH*-CF COOH) 

3 

[0384] [|life^j339] 

3-(2-->^-^^/i^)-. q-(2-7a.^7V3^'^/M-2-(h°^^i:;>^--i-^/M-3. s-f^^t 

a) 4-r3-(2-^'^^yM-4-::^^y-4. 5->?l^KP-3H-^$^->/r4. S-clb'U^x 

3-(2-:/^::^/V)-2-(t"^7i^:/-l-^/W)-3. 5-v^tKn>r^iJi'y'[4, 5^]b°y 
s;?:/-4-:^i^ hy7/V:^tig^^:^^^J6^258a^|^imf-^aL^lE'fk-^#J<Sr#fc 

o 

'h-nmr(cdci ) 

3 

6 1.49 (s, 9H) 1.83 (t. J=2.3Hz. 3H) 3.35-3.39 (m. 4H) 3.60-3.64 (m, 4H) 5.07 
(q. J=2.3Hz, 2H) 6.55 (d, J=7.1Hz, IH) 6.97 (d, J=7.1Hz. IH) 
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[0385] b) 3-(2-^^::^/V)-5-(2-73i:::^/V3i'^/V)-2-(fc°^^i^^^-l-^/l^)-3. 5—:;^ 
4-[3-(2-:/^::^/V')-4-;^^y-4, 5-v?fcKo-3H— f^^y[4, 5-6]\^]}i^>'- 

'h-nmr(cd od) 

3 

6 1.83 (t, J=2.4Hz, 3H) 3.05 (t, J=7.3Hz, 2H) 3.45-3.48 (m, 4H) 3.62-3.65 (m, 
4H) 4.26 (t, J=7.3Hz, 2H) 5.18 (q, J=2.4Hz, 2H) 6.46 (d, J=7.3Hz, IH) 7.15 (d, 
J=7.3Hz, IH) 7.16-7.30 (m, 5H) 
MS m/e (ESI) 376.36(MH^-CF COOH) 

3 

[0386] mmm34o'] 

3- (2->^'^c:^yM-5-(2-7aiy:^->3i^/M-2-(tf ^7v^V-l-H'7 M-3. 

4- [3-(2-:/^^/V)-4-;^dfy-4, 5_c;?tKn-3H— l'5yi/[4. 5-c]t°yv?V- 

'h-nmr(cd od) 

3 

6 1.80 (t. J=2.4Hz, 3H) 3.45-3.48 (m, 4H) 3.62-3.65 (m, 4H) 4.30 (t, J=5.5Hz, 
2H) 4.44 (t, J=5.5Hz, 2H) 5.16 (q. J=2.4Hz. 2H) 6.59 (d, J=6.1Hz, IH) 6.87-6.91 
(m, 3H) 7.20-7.24 (m, 2H) 7.50 (d, J=6.1Hz, IH) 
MS m/e (ESI) 392.34(MH*-CF COOH) 

3 

[0387] [^it^j341] 

3- (2-Zf^:=./\y) -5- ( 2-3^^y-2-:73i^/P Ji^yl^) -2- ( H'^'yi^^-l-^M - 
3. R--J\ih*vi^^¥-7U. s-c1b°Ui;?:^-4-:^>- hU77V-:^Pi!fe^ife 

4- [3-(2-:/^c=^/V)-4-:^^y-4, 5-v?kKci-3H-^5^y[4, 5-c]}i'})-Jl^- 

*H-NMR(CD OD) 

3 
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6 1.79 (t, J=2.3Hz, 3H) 3.46-3.50 (m. 4H) 3.64-3.68 (m, 4H) 5.16 (q, J=2.3Hz, 
2H) 5.61 (s. 2H) 6.65 (d. J=7.3Hz, IH) 7.37 (d, J=7.3Hz. IH) 7.57 (t, J=8.0Hz, 2H) 
7.69 (t. J=8.0Hz, IH) 8.10 (d, J=8.0Hz. 2H) 
MS m/e (ESI) 392.34(MH*-CF COOH) 

3 

[0388] immm4io] 

a) 4-r7-(2-^^::^>rV)-1.3-i;?y'f-/k-2.6-i^:^dpy-2.3 .6.7-v^K^llKP-lH-^U> 

7-(2-::/^^/k)-8-i;^na-l,3-:^p<^/V-3J-:?tKn:7'y:/-2.6-i^:^:^3.8g^#fCo 

^T*#^)tb:^c7-(2->''^^/^)-8-i!7nn-l ,3-v^^^/V-3 J-i^^tK^T/y :x-2,6-v?:^ 
;xi.8g43<tU«l-l:''<7i^>^;57/Vj}?>'^||H^^/V:i^;^v^/^3.7gtrl50'C{CTll^P^« 

'h-nmr(cdci ) 

3 

6 : 1.49 (s, 9H) 1.82 (t. J=2.4Hz, 3H) 3.33-3.36 (m, 4H) 3.40 (s, 3H) 3.52 (s, 3H) 

3.58-3.61 (m, 4H) 4.88 (q, J=2.4Hz, 2H) 
[0389] b) 7-(2-3^^^/M-1.3-S;^^^/l^-8-(b°^^-^>^-l-^/W)-3.7-^bKP7^y:^-2.6-^^ 

4-[7-(2-^^=/V')-1.3-i^^^/V-2,6-i>:t^y-2.3,6,7-xh7tKi3-lH-:7'y:/-8- 
-r/^]t°-<^v?:/-l-;&/V7}?^^^^H>^'^/Vji;^^/V2.5g^hy7/V;^ng^^l5inU::^ 

^M{cT3o^si#bfco mm^mEE^^i.tz.m. i^m^NHzyv:^^MT^ym 

XmMfffm&^flfz.l^]}-^^J^: ;t±i/y->T>fk^Si NH-DM2035);SrfflV^fc;<77A^ 
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'h-nmr(cdci ) 

3 

6 : i.82 (t, j=2.4Hz, 3H) 3.13-3.16 (m, 4H) 3.40 (s, 3H) 3.46-3.48 (m, 4H ) 3.52 
(s, 3H) 4.87 (q, J=2.4Hz, 2H) 

[0390] [|*:i^^Ji] 

DPPIVPR^^ffl(Dj|l|^ 
Rft^mmmWiSQmM THs-HCI pH7.4. 0.1% BSA) K-:^^mmX^nhtlftDPP-I 

Gly-Pro-p-nitroanaide;Sr25|zl(*3^liSO. 33mM);!jPx.T. mmRJt^^mi^VfCo 

50 

[0391] [^1] 



mmm^^ ic inM) 





0. 287 


mmm4 


0. 211 


mmm? 


0. 401 


mmm9 


0. 141 


mmmi2 


0. 183 


mmmi3 


0. 125 


mmmie 


0. 272 


mmm2o 


0. 152 


mmm22 


0. 170 


mmm29 


0. 310 


mMm53 


0. 0469 


mmm64 


0. 126 
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mmm73 


0. 


0334 


mmm76 


0. 


0865 




0. 


0357 


mmm82 


0. 


161 


mmm83 


0. 


0274 




0. 


00408 


mmmsa 


0. 


00289 


mmm98 


0. 


00969 




1. 


48 




0. 


154 


^ife^J120 


0. 


116 


mmmi22 


0. 


0153 


MMmi29 


0. 


115 


mmmi42 


0. 


0685 


mMmi46 


0. 


0817 


mMmi59 


0. 


0377 


mmm229 


0. 


00897 


^Ji^j230 


0. 


000890 




0. 


00174 


mMm235 


0. 


00144 


mmm238 


0. 


00119 


mmm243 


0. 


00215 


MMM248 


0. 


00640 


mMm266 


0. 


00155 


mmm267 


0. 


00722 


mmm297 


0. 


00622 




0. 


0775 


mMm34i 


0. 


00732 
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[0392] mwim2-] 

[0393] PBS (y V^i^iff^S) tCMOG (myeline oligodendrocyte glycoprotein ) ^:/^K ( 
MEVGWYRSPFSRWHLYRNGK )^lmg/mnz.f£^X.^{Z^mi^. 5mg/ml(D^\^X- 
^^5EM(M.tuberculosis H37 RA)^t^Ti^:jLM>htBi-^^t>'^, ^^-^/Wv^a:/^ 

. fitT{-:fe^S:fTofCo MtcW0i^S^^SrPBSl;i^j!PPU#>!r(7>-^i5r;^(c:3Ong<5o 

[0394] 0 : mtfs:u 1 : ^^jfcsifljosfei^. 2 : ^^mmnmm. 3 : 4 : m^m 

5:5Et: 

TfE<^'fh'a'«^<^> 0. 5%MC X?.) i m(Dm& so 

mg/kg) (C/^;5J;5l-ll?S*fc{i^«|bfCo 
[0395] >fK-^#»lX ! 7- (2-:;^^:=^/l') -1 . 3— :;?^^/W8- (fcf-^^i^i^-l— T/^) -3, 

-6, 7-v*tKn-iH-:/y:/-2-^/v:t^v/]^:/:yT^K 

>fK'^#?3X : 2- (3-T?/tf-<y -3- (2-:/^=yW) -5-p«^/l— 3, 5 

[0396] mm^Bk'\ 
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it)gmsria2(c^-ro 
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[1] TiH-^is:^(i) 




1-6 2-6 

2-6 

6—10 

6-10 1-6 
1-6 
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1-6 

-SO -NR''-^ySif*^-NR''-SO -Sric^fe-f-^; 

2 2 

1-6 3-8 3-8 2-6 

2-6 6-10 

1-6 6-10 1-6 

2-7 

fcfcb. A^43 j;tJ^R''{i^n•^t^t!63^UTTISS^feSBSI;6^e>/<^Sp36^b]^^^^^S 1 

1-6 3-8 2-6 2-6 

C ry— /VS. 5— 10M-^7"i3Ty— /VS. 4— 8M--7"nm^S. C T/V="de 

6-10 1-6 

^/S. c r;v^?v^ir^. ^-so -nr^'-r^\ ^-nr^'-co-r^\ ^-nr^'- 

1-6 2 

1-6 

i-^o )T-^:b$nSS. ^-CO-R°^-R^^*5<tU?^-CH -CO-R^-R^=(^tfi^ r« 

2 

^tt^j^-a'. ^^m^^fcft^-NR^-^it^b. R°^*3cttm^^fi^tb^tU!&3feLT 
tK^M^.c T/v=¥/vS. C -y^xir;v^7vm.c. T/v^^/vS. C T/v:3f 

1-6 3-8 2-6 2-6 

6-10 1-6 
fr-lO 1-6 1-6 
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[3] TIE-^^(III) 



R2 

[4] TIE-^I5^(IV) 



R2 

CtfflE^dV) f . X. r\ R':feJ;OT'«:|t^3gifE«fe©X. r\ R^*3i;t;5T'^^tv^ 






(IV) 
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[6] 




[6] BtIIST';6STIB^ 



2-6 




2-6 
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2-6 

emSSrWL■tv^T^>J;v^:7al::i/^^:&5^ 375.^1^^^, :^^J^^^. ^^/^S. 

7/V:^Cip<^/VS, lf:=^/VS, P«h^v-*, :3ih:3ei/S. T-fe^/V^. i^Ty 

2—7 

1-6 

6- 

1-6 

6-10 1-6 

<mmmcm> 

mmmcmit. 7K^S> ^hns, v^r/s. c r/i-^^/vs. c 

1-6 1-6 
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1-6 

1—6 

45$;J-u5^. ^-CO-r'""-r''^:JoJ;u5^-CH -CO-R''='-R'^(^'ti. R^'^fi^^S'^ 

2 

. ^^J^T-*fc}i^-NR''^-^S*b. R'^*5j;t;?R"}*^n^tl.3*3tLT7K^Jm^^ 

1-6 

1-6 

1-6 

6-10 1-6 

<sm«csi> 

gmSC«^}i. im^. ^Yxi^. i^rym. C TJV^/vm. C 

1-6 1-6 

T/V3=^i/'^. C T/Vdr/V^:^-«. ^-NR'='-R''^(^tti, R*" 

1-6 

1-6 

i^^th^bm. ^-C0-R''^-R''^*5J;U?^-<:H -CO-R'=^-R'^(^itJ, R'^^fi^J^'^ 

2 

1-6 

[16] MIEMmSCi^;5S^ i/T/^. C T/v=idfvS,c T/v=i^i/;!{7/V3K=/v^*5j; 

1-6 2-7 

[18] iCtK :^^/vm£lt\t.2--^Ty^l^-J/vmXih^^ ft ^^1— 13<DV^'f tVd^lJglB 
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^7vy^::=-;v^^ y^/w^^N^/wS. ;i{;/V3!K^/wS^ ^-o-co-^ ^-co-o 

1-6 3-8 
2-6 2-6 6-10 

1-6 6-10 

1-6 

©i^tol^fi. TK^m. v-T/S. ^hoS. ^M3<5^Vig^^. c T/v=3f-yv^. c 

1-6 1-6 

1-6 

t?$tb^S> ^-CO-R°^(^tfj^ R°^(*4-8M--XCim^S-lrm^-r-5o )T'^t>$ 
^^5^*5J:U?^-CO-R°^-R°^(^•^:^ RD4j^^jg^^ ^mJ[^^^*fc^*^-NR'*-^ 

R''°*5J;tm''^f*^tL-€nai:U-C*mm^. C iXi5^nTyv^/v^*^{* 

3-8 

1 6 

[20] BUlER^;65^ tK^I^^^. i^T7^. j^/yV^dev-S, C T/^^^iX;^;/^^^^/^^, C 

2-7 1-6 

1-6 

aMl^^*:rcfi:^-NR'^-S:lc5fe-t-5;A"*3j;U?R'^{*, ^tv-^tv 

1-6 

3-8 

2-6 
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2-7 1-6 

1-6 

1-6 

1-6 

[21] BiflER^;^^ Tk^iET-. ^^/VS. ^/TyS. C TyP='=arv'«fc{i^-A^^-A^^(^ 

1-6 

1-6 

3-8 

<g!$ISDl«^> 

2-7 1-6 

1—6 

1-6 

1-6 

[22] BulSR^;65^ ii^mWi-. ^^rym. ^h^vS. ;&/v^^^-i'/V7ai^/v;^:^rv'^. ^ 




1-6 
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[24] m^~^^amm(Di[:^mK 

-2. 

7-i2--^^:=^/V') -2-i^T/-l-p<^/1^8- (f^9i^>'-l— T/V) -1 . 

3-(2-:/^-/V) 2-(t:*'^7v?:^-l->r/V') -3. S-i^Uh'n^^yy^ [4, 
5-d] t°y y i;?i^-4-::i->'. 
2- (3-T^/fc°-<y T/W) -3- -5-p<^/V-3. 5-v?tKn-r^ 
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